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L6 ANSWER 1 OF 15 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



HCAPLUS COPYRIGHT 2008 ACS on STN 
2008:234007 HCAPLUS Full-text 
148:449563 



Synthesis of 2-bromo-7-methyl-3, 5-dihydro-imidazo [4, 5- 
d] pyridazin-4-one and 3-alkyl-2-bromo-3 , 5-dihydro- 
imidazo [ 4, 5-d] pyridazin-4-one and their selective 

elaboration 

Eckhardt, Matthias; Hauel, Norbert; Langkopf, Elke; 

Himmelsbach, Frank 

Department of Chemical Research, Boehringer Ingelheim 
Pharma GmbH & Co. KG, Biberach, 88400, Germany 
Tetrahedron Letters (2008), 49(12), 1931-1934 
CODEN: TELEAY; ISSN: 0040-4039 
Elsevier Ltd. 
Journal 
English 

Two synthetic routes to the versatile title 3, 5-dihydroimidazo [4, 5- 
d] pyridazin-4-ones were developed that allow the production of multigram 
quantities without the need of any chromatog. purification Broad and 
selective elaboration of the heteroarom. scaffolds was also accomplished. 

813462-72-5P 813462 ■■73-6P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of dihydroimidazopyridazinones ) 

813462-72-5 HCAPLUS 

Carbamic acid, N- [1- [1- ( 2-butyn-l-yl ) -6, 7-dihydro-7-oxo-lH-imidazo [4,5- 
d]pyridazin-2-yl]-3-piperidinyl]-, 1 , 1-dimethylethyl ester (CA INDEX 

NAME) 



CORPORATE SOURCE: 



PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE : 
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RN 813462-73-6 HCAPLUS 

CN Carbamic acid, N- [ (3R) -1- [1- (2-butyn-l-yl) -6, 7-dihydro-4-methyl-7-oxo-lH- 
imidazo [4, 5-d] pyridazin-2-yl] -3-piperidinyl] -, 1, 1-dimethylethyl ester 
(CA INDEX NAME) 

Absolute stereochemistry. 




RL: SPN (Synthetic preparation); PREP (Preparation) 
(preparation of dihydroimidazopyridazinones ) 

RN 813462-67-8 HCAPLUS 

CN Carbamic acid, N- [ (3R) -1- [1- (2-butyn-l-yl) -6- (dibenz [b, f] [1, 4] oxazepin-11- 
ylmethyl) -6, 7-dihydro-4-methyl-7-oxo-lH-imidazo [4, 5-d] pyridazin-2-yl ] -3- 
piperidinyl] -, 1 , 1-dimethylethyl ester (CA INDEX NAME) 

Absolute stereochemistry. 




^•^•^^^^N^^^ OBu-t 



C1X3 



855789-80-9 HCAPLUS 
4-Isoquinolinecarbonitr 



1- [ [3- (2-butyn-l-yl) -2- (hexahydro-lH-1 , 4- 
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diazepin-l-yl ) -3, 4-dihydro-4-oxo-5H-imidazo [4, 5-d] pyridazin-5-yl ] methyl ] - 
(CA INDEX NAME) 




RN 855789-81-0 HCAPLUS 

CN 4-Isoquinolinecarbonitrile, 1- [ [3- ( 2-butyn-l-yl ) -3, 4-dihydro-4-oxo-2- (1- 
piperazinyl) -5H-imidazo [4, 5-d]pyridazin-5-yl]methyl] - (CA INDEX NAME) 




:H2 q CH2— C=C-M€ 



RN 1018950-86-1 HCAPLUS 

CN INDEX NAME NOT YET ASSIGNED 



Absolute stereochemistry. 




RN 1018950-93-0 HCAPLUS 

CN INDEX NAME NOT YET ASSIGNED 
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RN 1018951-03-5 HCAPLUS 

CN INDEX NAME NOT YET ASSIGNED 

Absolute stereochemistry. 




RN 1018951-09-1 HCAPLUS 

CN INDEX NAME NOT YET ASSIGNED 




RN 1018951-21-7 HCAPLUS 

CN INDEX NAME NOT YET ASSIGNED 




RN 1018951-23-9 HCAPLUS 

CN INDEX NAME NOT YET ASSIGNED 

Absolute stereochemistry. 
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TITLE: 



CORPORATE SOURCE: 
SOURCE: 



13 THERE ARE 13 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 

HCAPLUS COPYRIGHT 2008 ACS on STN 
2007:621842 HCAPLUS Full-text 
147:203595 

Comparison of efficacies of a dipeptidyl peptidase IV 
inhibitor and a-glucosidase inhibitors in oral 
carbohydrate and meal tolerance tests and the effects 
of their combination in mice 

Yamazaki, Kazuto; Inoue, Takashi; Yasuda, Nobuyuki; 
Sato, Yoshiaki; Nagakura, Tadashi; Takenaka, Osamu; 
Clark, Richard; Saeki, Takao; Tanaka, Isao 
Tsukuba Research Laboratories, Eisai Co., Ltd., 5-1-3, 
Tokodai, Tsukuba, Ibaraki, 300-2635, Japan 
Journal of Pharmacological Sciences (Tokyo, Japan) 
(2007), 104(1), 29-38 
CODEN: JPSTGJ; ISSN: 1347-8613 
Japanese Pharmacological Society 



PUBLISHER: 
DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB E3024 (3-but-2-ynyl-b-methyl-2-piperazin-l-yl-3, 5-dihydro-4H-imidazo [4, 5- 

d] pyridazin-4-one tosylate) is a dipeptidyl peptidase IV (DPP-IV) inhibitor. 
Since the target of both DPP-IV inhibitors and a-glucosidase inhibitors is the 
lowering of postprandial hyperglycemia, we compared antihyperglycemic effects 
for E3024 and a-glucosidase inhibitors in various oral carbohydrate and meal 
tolerance tests using normal mice. In addition, we investigated the 
combination effects of E3024 and voglibose on blood glucose levels in a meal 
tolerance test using mice fed a high-fat diet. ER-235516-15 (the 
trif luoroacetate salt form of E3024, 1 mg/kg) lowered glucose excursions 
consistently, regardless of the kind of carbohydrate loaded. However, the 
efficacy of acarbose (10 mg/kg) and of voglibose (0.1 mg/kg) varied with the 
type of carbohydrate administered. The combination of E3024 (3 mg/kg) and 
voglibose (0.3 mg/kg) improved glucose tolerance additively, with the highest 
plasma active glucagon-like peptide-1 levels. This study shows that compared 
to a-glucosidase inhibitors, DPP-IV inhibitors may have more consistent 
efficacy to reduce postprandial hyperglycemia, independent of the types of 
carbohydrate contained in a meal, and that the combination of a DPP-IV 
inhibitor and an a-glucosidase inhibitor is expected to be a promising option 
for lowering postprandial hyperglycemia. 

IT 63571-/.-66--7, ER 235516-15 i.b " E3024 

RL: PAC (Pharmacological activity); PKT (Pharmacokinetics); THU 
(Therapeutic use); BIOL (Biological study); USES (Uses) 

(comparison of efficacies of a dipeptidyl peptidase IV inhibitor and 
a-glucosidase inhibitors in oral carbohydrate and meal tolerance 
tests and the effects of their combination in mice) 

RN 635717-66-7 HCAPLUS 
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CN 4H-Imidazo [4, 5-d] pYridazin-4-one, 3- ( 2-butyn-l-yl ) -3 , 5-dihydro-5-methyl 
(1-piperazinyl)-, 2 , 2 , 2-trif luoroacetate (1:1) (CA INDEX NAME) 

CM 1 

CRN 635717-65-6 
CMF C14 H18 N6 0 



RN 635722-43-9 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 3- ( 2-butyn-l-yl ) -3 , 5-dihydro-5-methyl 
(1-piperazinyl)-, 4-methylbenzenesulf onate (1:1) (CA INDEX NAME) 

CM 1 

CRN 635717-65-6 
CMF C14 H18 N6 0 




CM 



2 



CRN 
CMF 



76-05-1 
C2 H F3 02 





CM 



2 



CRN 104-15-4 
CMF C7 H8 03 S 
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DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 
PATENT ASSIGNEE (S) : 

SOURCE: 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2007:259319 HCAPLUS Full-text 
146:281045 

Method for preparation of pharmaceutical composition 
having improved disintegradability 

Ueki, Yousuke 

Eisai R&D Management Co., Ltd., Japan 

PCT Int. Appl., 58pp. 

CODEN: PIXXD2 

Patent 

Japanese 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



WO 


20070268 


64 




Al 




20070308 




WO 2006-. 
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UG, 
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MD, 
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20oe 
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Al 




20070308 




AU 2006-; 


CA 


2620594 






Al 




20070308 




CA 2006-; 


KR 


200E 


J047546 




A 




2008 


0529 




KR 2008-' 



20060901 
Z, CA, CH, 



LY, MA, MD, MG, MK, MN, 
PG, PH, PL, PT, RO, RS, 
TJ, TM, TN, TR, TT, TZ, 



FI, FR, GB, GR, HU, 

SE, SI, SK, TR, BF, 

NE, SN, TD, TG, BW, 

UG, ZM, ZW, AM, AZ, BY, 



IE, 
BJ, 
GH, 



PRIORITY APPLN. INFO. 



20060901 
4 20060901 
20080229 

JP 2005-253305 A 20050901 

WO 2006-JP317307 W 20060901 
A pharmaceutical composition or method has been keenly demanded which enables 
the Pharmacol, effect of a pharmaceutical preparation to be developed rapidly 
without the need of upsizing of the pharmaceutical preparation or without the 
deterioration in quality which may be caused by the interaction between a 
Pharmacol, active ingredient and a disintegrating agent contained in the 
pharmaceutical preparation Particularly, it is strongly demanded in a 
pharmaceutical preparation comprising an analgesic agent, a quick-acting 
hypoglycemic agent or the like which is required to exert its pharmacol. 
effect rapidly after administration, a pharmaceutical preparation containing 
an Pharmacol, active ingredient in a high content, a pharmaceutical 
preparation containing two or more kinds of pharmacol. active ingredients, and 
the like. The object is to improve the disintegradability of a pharmaceutical 
composition without the need of upsizing of the pharmaceutical preparation or 
without the deterioration in quality which may be caused by the interaction 
between a pharmacol. active ingredient and a disintegrating agent contained in 
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the pharmaceutical composition Thus, disclosed is a method for preparation of 
a pharmaceutical composition having a short disintegration time, comprising 
the step of adding at least one disintegrating agent and at least one water- 
soluble salt which shows a pH value ranging from 3 to 9 when prepared in the 
form of an aqueous 2.5% solution to a pharmaceutical composition comprising a 
pharmaceutically active ingredient. Also disclosed is a premix composition in 
which a disintegrating agent and a water-soluble inorg. salt which shows a pH 
value ranging from 3 to 9 when prepared in the form of an aqueous 2.5% 
solution are mixed previously. For example, a dipeptidylpeptidase IV 
inhibitor ( 3-But-2-ynyl-5-methyl-2-piperazin-l-yl-3 , 5-dihydro-4H-imidazo [ 4 , 5- 
d] pyridazin-4-one tosylate) 77.8, mannitol 8.92, corn starch 14.1, low- 
substituted hydroxypropyl cellulose (L-HPC LH21) 21.15, hydroxypropyl 
cellulose (HPC-L) 3.53 g, were mixed with water q.s., and granulated. The 
obtained granules 209.2 mg was mixed with crystalline cellulose 34.5, NaCl 
1.2, magnesium stearate 2.4 mg, and tabletted. 

IT 

RL: PEP (Physical, engineering or chemical process); THU (Therapeutic 
use); BIOL (Biological study); PROC (Process); USES (Uses) 

(method for preparation of pharmaceutical composition having improved 
disintegradability) 
RN 635722-43-9 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 3- ( 2-butyn-l-yl ) -3 , 5-dihydro-5-methyl-2- 
(1-piperazinyl) -, 4-methylbenzenesulf onate (1:1) (CA INDEX NAME) 

CM 1 

CRN 635717-65-6 
CMF C14 H18 N6 0 




CM 2 

CRN 104-15-4 
CMF C7 H8 03 S 



REFERENCE COUNT: 29 THERE ARE 29 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 

L6 ANSWER 4 OF 15 HCAPLUS COPYRIGHT 2008 ACS on STN 
ACCESSION NUMBER: 2007:161801 HCAPLUS Full-text 

DOCUMENT NUMBER: 146:372433 

TITLE: Effects of the combination of a dipeptidyl peptidase 
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IV inhibitor and an insulin secretagogue on glucose 
and insulin levels in mice and rats 
AUTHOR(S) : Yamazaki, Kazuto; Yasuda, Nobuyuki; Inoue, Takashi; 

Yamamoto, Eiichi; Sugaya, Yukiko; Nagakura, Tadashi; 
Shinoda, Masanobu; Clark, Richard; Saeki, Takao; 
Tanaka, Isao 

CORPORATE SOURCE: Tsukuba Research Laboratories, Eisai Co., Ltd., 

Ibaraki, Japan 

SOURCE: Journal of Pharmacology and Experimental Therapeutics 

(2007), 320(2), 738-746 

CODEN: JPETAB; ISSN: 0022-3565 
PUBLISHER: American Society for Pharmacology and Experimental 

Therapeutics 
DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB Several combination therapies have been tried for treating of type 2 diabetes 
to control more effectively fasting hyperglycemia and postprandial 
hyperglycemia. In this study, we have examined the effects of combining a 
novel, selective, and competitive dipeptidyl peptidase IV (DPP-IV) inhibitor, 
3-but-2-ynyl-5-methyl-2-piperazin-l-yl-3, 5-dihydro-4H- imidazo [4, 5- 
d] pyridazin-4-one tosylate (E3024), with a representative of one of two types 
of insulin secretagogues, i.e., either glybenclamide (a sulfonylurea) or 
nateglinide (a rapid-onset/short-duration insulin secretagogue), on glucose 
and insulin levels in an oral glucose tolerance test (OGTT) using mice fed a 
high-fat diet. In addition, we have investigated the effects of these 
combinations on blood glucose levels in fasting rats. Two-way anal, of 
variance showed that the combination of E3024 and glybenclamide improved 
glucose tolerance additively and also caused a synergistic increase in insulin 
levels in the OGTT in mice fed a high-fat diet. In a similar way, the 
combination of E3024 and nateglinide ameliorated glucose tolerance additively 
and raised insulin levels additively. In fasting rats, coadministration of 
E3024 with glybenclamide or nateglinide treatment did not affect the glucose- 
lowering effects of the insulin secretagogues. Therefore, a DPP-IV inhibitor 
in combination with glybenclamide or nateglinide may be a promising option for 
the treatment of type 2 diabetes, and particularly, for controlling 
postprandial hyperglycemia in the clinic. 

IT 635722-43-9, E 3024 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(effects of combination of dipeptidyl peptidase IV inhibitor and 
insulin secretagogue on glucose and insulin levels) 

RN 635722-43-9 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 3- ( 2-butyn-l-yl ) -3 , 5-dihydro-5-methyl-2- 
(1-piperazinyl) -, 4-methylbenzenesulf onate (1:1) (CA INDEX NAME) 

CM 1 

CRN 635717-65-6 
CMF C14 H18 N6 0 
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CM 2 

CRN 104-15-4 
CMF C7 H8 03 S 



M 
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30 THERE ARE 30 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 

HCAPLUS COPYRIGHT 2008 ACS on STN 

2006:1190030 HCAPLUS Full-text 

146:134585 

Xanthine mimetics as potent dipeptidyl peptidase IV 
inhibitors 

Kurukulasuriya, Ravi; Rohde, Jeffrey J.; 
Szczepankiewicz, Bruce G.; Basha, Fatima; Lai, 
Chunqui; Jae, Hwan-Soo; Winn, Martin; Stewart, Kent 
D.; Longenecker, Kenton L.; Lubben, Thomas W.; 
Ballaron, Stephen J.; Sham, Hing L.; von Geldern, 
Thomas W. 

Metabolic Disease Research, Global Pharmaceutical 
Research and Development, Abbott Laboratories, Abbott 
Park, IL, 60064-6098, USA 

Bioorganic & Medicinal Chemistry Letters (2006), 

16(24), 6226-6230 

CODEN: BMCLE8; ISSN: 0960-894X 

Elsevier Ltd. 

Journal 

English 

CASREACT 146:134585 



G \h2 I li NH2 II 



AB Aminopiperidinyl-substituted fused imidazoles such as pyrroloimidazole I«HC1 
are prepared as xanthine mimetics using a copper-catalyzed cyclocondensation 
of bromoaryl guanidines as the key step; their inhibition of human 
dipeptidylpeptidase IV (DPPIV) and the selectivities of some of the compds. 
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for DPPIV over DPP8, DPP9, and prolyl oligopeptidase are determined I binds 
to human DPPIV with a Ki value of 2 nM while binding to DDP8, DPP9, and prolyl 
oligopeptidase with Ki values > 3 )J,M. I is poorly bioavailable in rats, with 
a high clearance, low oral bioavailability, and low stability in the presence 
of rat plasma. Imidazolopyridazinedione II and an imidazoledicarboxamide 
related to I are prepared; II binds to DPPIV with a Ki value of 11 nM while 
binding to DDP8, DPP9, and prolyl oligopeptidase with Ki values > 3 and 
while being significantly more potent than I in the presence of plasma. I is 
not selective for human DPPIV over rat DPPIV. The crystal structure of I 
bound to human DPPIV is determined by X-ray crystallog. 
IT 918931-39-2P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); BIOL 
(Biological study); PREP (Preparation) 

(preparation of aminopiperidinyl-substituted fused imidazoles as xanthine 
mimetics using a copper-catalyzed cyclocondensation of bromoaryl 
guanidines and their inhibition of human dipeptidylpeptidase IV) 
RN 918931-39-2 HCAPLUS 

CN Benzonitrile, 3- [ [2- (3-amino-l-piperidinyl) -6, 7-dihydro-6-methyl-7-oxo-lH- 
imidazo [4, 5-d]pyridazin-l-yl]methyl] -, hydrochloride (1:1) (CA INDEX 

NAME) 




# HCl 



IT 918931-35-8P 918931--40-5P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); BIOL 
(Biological study) ; PREP (Preparation) 

(preparation of an aminopiperidinyl-substituted fused imidazole as an 
inhibitor of human dipeptidylpeptidase IV, its selectivity for DPPIV 
over DPP8, DPP9, and prolyl oligopeptidase, and its stability in the 
presence of rat plasma) 
RN 918931-35-8 HCAPLUS 

CN Benzonitrile, 2- [ [2- (3-amino-l-piperidinyl) -6, 7-dihydro-6-methyl-7-oxo-lH- 
imidazo [4, 5-d]pyridazin-l-yl]methyl] -, hydrochloride (1:1) (CA INDEX 

NAME) 
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NH2 

-6 



# HCl 



918931-40-5 HCAPLUS 

Benzeneacetonitrile, 3- [ [2- (3-amino-l-piperidinyl) -6, 7-dihydro-6-methyl- 
oxo-lH-imidazo [4, 5-d]pyridazin-l-yl]methyl]-, hydrochloride (1:1) (CA 
INDEX NAME) 



T 

# HCl 
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HCAPLUS COPYRIGHT 2008 ACS on STN 

2006:1138163 HCAPLUS Full-text 
146 : 134487 

Reliable on-line sample preparati 



CORPORATE SOURCE: 



PUBLISHER: 
DOCUMENT TYPE 
LANGUAGE : 



of basic compounds 
restricted access 



from plasma using a reversed phase : 
media in column-switching LC 

Yamamoto, Eiichi; Igarashi, Hatsue; Sato, Yoshiaki; 
Kushida, Ikuo; Kato, Takashi; Kajima, Takashi; 
Asakawa, Naoki 

Analytical Research Laboratories, Eisai Co. Ltd., 
Tsukuba, Ibaraki, 300-2635, Japan 
Journal of Pharmaceutical and Biomedical Analysis 
(2006), 42(5), 587-592 
CODEN: JPBADA; ISSN: 0731-7085 
Elsevier B.V. 
Journal 
English 

We investigated online sample preparation of basic compds . from blood plasma 
using a methylcellulose-immobilized reversed-phase restricted-access media in 
column-switching liquid chromatog. (LC) . Dilution of the plasma sample with 



Page 14 of 235 



us 10/516971 



phosphate buffered saline prevented or delayed the formation of fibrin clots 
at 4 t and resulted in reproducible online sample preparation over a 30-h 
period. The use of an ion-pair reagent in the extraction LC enhanced 
recoveries of hydrophilic basic compds . The ability of the methods to 
quantify compds. in plasma were validated and the method was successfully 
applied to the pharmacokinetic study of a hydrophilic basic compound injected 
into the bloodstream of rats. 
63;>717-65-6, ER 235516 

RL: ANT (Analyte) ; PKT (Pharmacokinetics); FRF (Froperties) ; ANST 
(Analytical study) ; BIOL (Biological study) 

(sample preparation of basic compds. from blood plasma using reversed phase 
LC) 

635717-65-6 HCAPLUS 

4H-Imidazo [4, 5-d] pyridazin-4-one, 3- ( 2-butyn-l-yl ) -3, 5-dihydro-5-methyl-2- 
(1-piperazinyl)- (CA INDEX NAME) 
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L6 ANSWER 7 OF 15 HCAFLUS COFYRIGHT 2008 ACS on STN 
ACCESSION NUMBER: 2006:993756 HCAFLUS Full-text 

DOCUMENT NUMBER: 146:583 

TITLE: E3024, 3-but-2-ynyl-5-methyl-2-piperazin-l-yl-3 , 5- 
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AB Dipeptidyl peptidase IV (DFF-IV) inhibitors are expected to become a useful 
new class of anti-diabetic agent. The aim of the present study is to 
characterize the in vitro and in vivo profile of E3024, 3-but-2-ynyl-5-methyl- 
2-piperazin-l-yl-3, 5-dihydro-4H-imidazo [4, 5- d] pyridazin-4-one tosylate, which 
is a novel imidazopyridazinone-derived DPP-IV inhibitor. E3024 inhibited 
recombinant human and mouse DPP-IV with IC50 values of approx. 100 nM. E3024 
inhibited DPP-IV in human, mouse, rat and canine plasma with IC50 values of 
140 to 400 nM. In contrast, E3024 did not inhibit DPP-8 or DPP-9 activity. 
Kinetic anal, indicated that E3024 is a competitive DPP-IV inhibitor. In 
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Zucker fa/fa rats, E3024 (1 mg/kg) reduced glucose excursion after glucose 
load, with increases in plasma insulin and active glucagon-like peptide-1 
levels. In fasted rats, this compound did not cause hypoglycemia. In a rat 
4-wk toxicol. study, no notable changes were found at doses up to 750 mg/kg. 
The present preclin. studies indicate that E3024 is a novel selective DPP-IV 
inhibitor with anti-diabetic effects and a good safety profile. 
IT 91.5132-86-4 

RL: ADV (Adverse effect, including toxicity); PAC (Pharmacological 
activity); PKT (Pharmacokinetics); THU (Therapeutic use); BIOL (Biological 
study); USES (Uses) 

(evaluation of antidiabetic activity, safety, and pharmacokinetics of 
selective dipeptidyl peptidase-IV inhibitor E3024) 
RN 915132-86-4 HCAPLUS 

CN 4H-Imidazo [4, 5-d]pyridazin-4-one, 3- ( 2-butyn-l-yl ) -3 , 5-dihydro-5-methyl-2- 
(1-piperazinyl)-, methanesulf onate (1:1) (CA INDEX NAME) 

CM 1 

CRN 635717-65-6 
CMF C14 H18 N6 0 




CM 2 

CRN 75-75-2 
CMF C H4 03 S 
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APPLICATION NO. DATE 



WO 2005-EP4942 20050506 

BA, BB, BG, BR, BW, BY, BZ, CA, CH, 

DM, DZ, EC, EE, EG, ES, FI, GB, GD, 

IN, IS, JP, KE, KG, KM, KP, KR, KZ, 

MA, MD, MG, MK, MN, MW, MX, MZ, NA, 

PT, RO, RU, SC, SD, SE, SG, SK, SL, 

TZ, UA, UG, US, UZ, VC, VN, YU, ZA, 

NA, SD, SL, SZ, TZ, UG, ZM, ZW, AM, 

TM, AT, BE, BG, CH, CY, CZ, DE, DK, 

IE, IS, IT, LT, LU, MC, NL, PL, PT, 

CF, CG, CI, CM, GA, GN, GQ, GW, ML, 

DE 2004-102004022970 20040510 

CA 2005-2562857 20050506 

EP 2005-736446 20050506 

DK, EE, ES, FI, FR, GB, GR, HU, IE, 

PL, PT, RO, SE, SI, SK, TR, AL, BA, 

JP 2007-512042 20050506 

US 2005-124798 20050509 
DE 2004-102004022970A 20040510 

US 2004-576219P P 20040602 

WO 2005-EP4942 W 20050506 




AB Title compds. I [Rl = halo; R2 = alkyl with provisos; X = 0, S; R3 = H, alkyl 
with provisos] were prepd as intermediates for producing medicaments or 
pesticides. For example, TFA mediated deprotection of Boc-amine II (Y = Boc) 
afforded imidazo [4, 5-d]pyridazin-4-ol II (Y = H) in 89% yield. 
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IT 705279-88" 5?, (R) -2- (3-Aminopiperidin-l-yl) -3- (but-2-ynyl) -5- ( 4- 

methylquinazolin-2-ylmethyl) -3, 5-dihydroimidazo [4, 5-d] pyridazin-4-one 

R 3 -f>n-o- j^-js f<C'-o --^P Jbb > -•■< F 
H69^ -D p^-o^^^-Q'-op , , p 

869^ -D c-l" ^ o 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of imidazo [ 4 , 5-d] pyridazin-4-ols as intermediate products for 
producing medicaments and pesticides) 
RN 705279-88-5 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- [ (3R) -3-amino-l-piperidinyl ] -3- (2- 
butyn-l-yl) -3, 5-dihydro-5- [ (4-methyl-2-quinazolinyl)methyl] - (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 705279-97-6 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- [ (3R) -3-amino-l-piperidinyl] -3- (2- 
butyn-l-yl)-3,5-dihydro-5-(2-quinoxalinylmethyl)- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 705279-98-7 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- [ (3R) -3-amino-l-piperidinyl] -3- (2- 
butyn-l-yl) -5- [ (2, 3-dimethyl-6-quinoxalinyl)methyl] -3, 5-dihydro- (CA 

INDEX NAME) 

Absolute stereochemistry. 
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'NH2 



RN 705279-99-8 HCAPLUS 

CN 1-Naphthalenecarbonitrile, 4- [ [2- [ (3R) -3-amino-l-piperidinyl] -3- (2-butyn-l- 
yl) -3, 4-dihydro-4-oxo-5H-imidazo [4, 5-d] pyridazin-5-yl] methyl] - (CA INDEX 
NAME) 

Absolute stereochemistry. 




►NH2 



RN 705280-19-9 HCAPLUS 

CN 4H-Imidazo [4, b-clJpyriclazin-4-one, 2-[ (3R) -3-amino-l-piperidinyl] -3- (2- 
butyn-l-yl) -3, b-clihydro-5- [ ( 5-methylimidazo [1, 2-a] pyridin-2-yl ) methyl ] - 
(CA INDEX NAME) 

Absolute Stereochemistry. 



o 




RN 705280-67-7 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- (3-amino-l-piperidinyl) -3- (2-butyn-l- 
yl)-3,5-dihydro-5-(l-naphthalenylmethyl)- (CA INDEX NAME) 
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RN 813462-55-4 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- (3-amino-l-piperidinyl) -3- (2-butyn-l- 
yl)-3,5-dihydro-5-(6-phenanthridinylmethyl)- (CA INDEX NAME) 




RN 855789-80-9 HCAPLUS 

CN 4-Isoquinolinecarbonitrile, 1- [ [3- ( 2-butyn-l-yl ) -2- (hexahydro-lH-1 , 4- 

diazepin-l-yl ) -3, 4-dihydro-4-oxo-5H-imidazo [4, 5-d] pyridazin-5-yl] methyl] - 
(CA INDEX NAME) 



CN 




RN 855789-81-0 HCAPLUS 

CN 4-Isoquinolinecarbonitrile, 1- [ [3- (2-butyn-l-yl) -3, 4-dihydro-4-oxo-2- (1- 
piperazinyl) -5H-imidazo [4, 5-d]pyridazin-5-yl]methyl] - (CA INDEX NAME) 
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CN 




RN 855789-82-1 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 3- ( 2-butyn-l-yl ) -3 , 5-dihydro-2- ( 1- 
piperazinyl) -5- (6-quinoxalinylmethyl) - (CA INDEX NAME) 



RN 869966-01-8 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- [ (3R) -3-amino-l-piperidinyl] -3- (2- 
butyn-l-yl) -3, 5-dihydro-5- (6-quinoxalinylmethyl)- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 869966-02-9 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- [ (3R) -3-amino-l-piperidinyl] -3- (2- 
butyn-l-yl) -3, 5-dihydro-5- [ (l-methyl-lH-benzotriazol-5-yl)methyl] - (CA 
INDEX NAME) 

Absolute stereochemistry. 




Me C= ( 




O 



H2N, 



Ne 
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RN 869966-03-0 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- [ (3R) -3-amino-l-piperidinyl] -3- (2- 
butyn-l-yl ) -3 , S-dihydro-S- [ (3-methyl-l-isoquinolinyl)methyl]- (CA INDEX 
NAME) 

Absolute stereochemistry. 



RN 869966-04-1 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- [ (3R) -3-amino-l-piperidinyl ] -3- ( 2- 
butyn-l-yl)-3,5-dihydro-5-(2-oxo-3-phenylpropyl)- (CA INDEX NAME) 

Absolute stereochemistry. 



RN 869966-05-2 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- [ (3R) -3-amino-l-piperidinyl] -3- (2- 
butyn-l-yl)-3,5-dihydro-5-(3-quinolinylmethyl)- (CA INDEX NAME) 

Absolute stereochemistry. 



IT 869966-08-5P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 

(Reactant or reagent) 

(preparation of imidazo [ 4 , 5-d] pyridazin-4-ols as intermediate products for 

producing medicaments and pesticides) 
RN 869966-08-5 HCAPLUS 

CN Carbamic acid, [ ( 3R) -1- [ 1- ( 2-butynyl ) -6 , 7-dihydro-6- [ ( 3-methyl-l- 
isoquinolinyl)methyl] -7-oxo-lH-imidazo [4, 5-d] pyridazin-2-yl ] -3- 
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piperidinyl] -, 1 , 1-dimethylethyl ester (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 



Me — C— 




N^'^^^ O B u - 1 
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OTHER SOURCE(S): MARPAT 143:78214 

GI 



AB Title compds. [I; Rl = (substituted) heteroarylalkyl , naphthylalkyl ; R2 = H, 
Me; R3 = 2-butyn-l-yl , 1-buten-l-yl , 2-buten-l-yl , 3-methyl-2-buten-l- yl], 
were prepared Thus, 2-bromo-3- ( 2-butyn-l-yl ) -5- [( 4-methylquinazolin-2- 
yl)methyl] -3, 5-dihydroimidazo [4, 5-d]pyridazin-4-one (preparation given) and 
piperazine were microwaved in DMF at 200° for 5 min. to give 51% 2- (piperazin- 
1-yl) -3- (2-butyn-l-yl) -5- [ ( 4-methylquinazolin-2-yl ) methyl ] - 3,5- 
dihydroimidazo [4, 5-d]pyridazin-4-one. The latter inhibited 
dipeptidylpeptidase-IV with IC50 = 5 nM. 
IT 855789-37-6P, 2- (Piperazin-l-yl ) -3- ( 2-butyn-l-yl ) -5- [ (4-methyl- 

quinazolin-2-yl ) methyl ] -3, 5-dihydro-imidazo [4, 5-d] pyr idazin-4-one 
8 557 89 --3 8- 7P, 2- ( [1, 4 ] Diazepan-l-yl ) -3- ( 2-butyn-l-yl ) -5- [ (4-methyl- 
quinazolin-2-yl ) methyl ] -3, 5-dihydro-imidazo [4, 5-d] pyr idazin-4-one 
855789-39-8P, 2- (Piperazin-l-yl ) -3- { 2-butyn-l-yl ) -5- [ (4-methyl- 
benzoxazol-2-yl) methyl] -3 , 5-dihydro-imidazo [4, 5-d] pyr idaz in- 4 -one 
8557S9-40-1P, 2-( [1, 4] Diazepan-l-yl) -3- (2-butyn-l-yl) -5- [ (4-methyl- 
benzoxazol-2-yl)methyl] -3, 5-dihydro-imidazo [4, 5-d] pyridazin-4-one 
RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(claimed compound; preparation of (homo) piperazinylimidazoyridazinones for 
treatment of diabetes mellitus) 
RN 855789-37-6 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 3- ( 2-butyn-l-yl ) -3 , 5-dihydro-5- [ (4- 
methyl-2-quinazolinyl)methyl] -2- (1-piperazinyl) - (CA INDEX NAME) 




RN 855789-38-7 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 3- ( 2-butyn-l-yl ) -2- (hexahydro-lH-1 , 4- 

diazepin-l-yl) -3, 5-dihydro-5- [ (4-methyl-2-quinazolinyl)methyl] - (CA INDEX 
NAME) 
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855789-39-8 HCAPLUS 

4H-Imidazo [4, 5-d] pyridazin-4-one, 3- ( 2-butyn-l-yl ) -3 , 5-dihydro-5- [ (4- 
methyl-2-benzoxazolyl)methyl] -2- (1-piperazinyl) - (CA INDEX NAME) 



Me 



855789-40-1 HCAPLUS 

4H-Imidazo [ 4, 5-d] pyridazin-4-one, 3- (2-butyn-l-yl ) -2- (hexahydro-lH-1 , 4- 
diazepin-l-yl) -3, 5-dihydro-5- [ ( 4-methyl-2-benzoxazolyl ) methyl ] - (CA INDEX 
NAME) 



Me 




IT f e .-oL , 2-( [l,4]Diazepan-l-yl)-3-(2-butyn-l-yl)-5-[(2,3,8- 
trlmethyl-qulnoxalin-6-yl ) methyl ] -3, 5-dihydro-imidazo [4, 5-d] pyridazin-4- 
one > o \ 2-( [1,4] Diazepan-l-yl) -3- (2-butyn-l-yl) -5- [ (4- 

cyano-naphthalin-l-yl) methyl] -3, 5-dihydro-imidazo [4, 5-d] pyridazin-4-one 

3, 2-(Piperazin-l-yl)-3-(2-butyn-l-yl)-5-[ (4-cyano- 
naphthalin-l-yl) methyl] -3, 5-dihydro-imidazo [4, 5-d] pyridazin-4-one 

\ 2-(Piperazin-l-yl)-3-(2-butyn-l-yl)-5-[ (4-fluoro- 
naphthalin-l-yl)methyl] -3, 5-dihydro-imidazo [4, 5-d] pyridazin-4-one 

, 2-( [1,4] Diazepan-l-yl) -3- (2-butyn-l-yl) -5- [(4-f luoro- 
naphthalin-l-yl ) methyl] -3, 5-dihydro-imidazo [4, 5-d] pyridazin-4-one 

, 2- (Piperazin-l-yl) -3- (2-butyn-l-yl) -5- [ (4-bromo- 
naphthalin-l-yl)methyl] -3, 5-dihydro-imidazo [4, 5-d] pyridazin-4-one 

, 2- ( [1, 4] Diazepan-l-yl) -3- (2-butyn-l-yl) -5- [ (4-bromo- 
naphthalin-l-yl)methyl] -3, 5-dihydro-imidazo [4, 5-d] pyridazin-4-one 

, 2- (Piperazin-l-yl) -3- (2-butyn-l-yl) -5- 
[( [l,2,4]triazolo[4, 3-a] pyridin-3-yl ) methyl ] -3 , 5-dihydro-imidazo [4,5- 
d] pyridazin-4-one o 2- (Piperazin-l-yl ) -3- ( 2-butyn-l- 

yl) -5- [ (l-methyl-lH-benzotriazol-5-yl)methyl] -3, 5-dihydro-imidazo [4, 5- 
d]pyridazin-4-one ^ ■ -A, 2- ( [1, 4] Diazepan-l-yl) -3- (2- 
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butyn-l-yl) -5- [ ( l-methyl-lH-benzotriazol-S-yl ) methyl ] -3, 5-dihydro- 
imidazo [4, 5-d]pyridazin-4-one 855789-71-8P, 2-( [1, 4] Diazepan-1- 
yl) -3- (2-butyn-l-yl) -5- [ ( [ 1 , 2 , 4] triazolo [ 4, 3-a] pyridin-3-yl ) methyl] -3 , 5- 
dihydro-imidazo [4, 5-d] pyridazin-4-one 855789 -- 73-OP, 

2- (Piperazin-l-yl) -3- (2-butyn-l-yl) -5- [ (4-methyl-pyridin-2-yl)methyl] -3, 5- 
dihydro-imidazo [4, 5-d] pyridazin-4-one S55789-74-1P, 

2- ( [1, 4] Diazepan-l-yl) -3- (2-butyn-l-yl) -5- [ ( 4-methyl-pyridin-2-yl) methyl ] - 

3, 5-dihydro-imidazo [4, 5-d] pyridazin-4-one S557'89--75-2P 
o ^ ^ , 2- (Piperazin-l-yl) -3- (2-butyn- 

l-yl) -5- [ (3-methyl-isoquinolin-l-yl)methyl] -3, 5-dihydro-imidazo [4, 5- 
d]pyridazin-4-one - - 2- {[ 1 , 4 ] Diazepan-l-yl ) -3- ( 2- 

butyn-l-yl) -5- [ ( 3-methyl-isoquinolin-l-yl ) methyl ] -3, 5-dihydro-imidazo [4, 5- 
d]pyridazin-4-one I, 2- ([ 1 , 4 ] Diazepan-l-yl ) -3- ( 2- 

butyn-l-yl) -5- [ (1 , 5-naphthyridin-2-yl ) methyl ] -3 , 5-dihydro-imidazo [ 4, 5- 
d]pyridazin-4-one bj^i/hV; i\ 2- ([ 1 , 4 ] Diazepan-l-yl ) -3- ( 2- 

butyn-l-yl) -5- [ ( 4-cyano-isoquinolin-l-yl ) methyl ] -3, 5-dihydro-imidazo [4, 5- 
d]pyridazin-4-one C, 2- (Piperazin-l-yl ) -3- ( 2-butyn-l- 

yl ) -5- [ ( 4-cyano-isoquinolin-l-yl) methyl] -3, 5-dihydro-imidazo [4,5- 
d]pyridazin-4-one P, 2- (Piperazin-l-yl ) -3- ( 2-butyn-l- 

yl) -5- [ (quinoxalin-6-yl)methyl] -3, 5-dihydro-imidazo [4, 5-d] pyridazin-4-one 
855789~83-2P, 2- (Piperazin-l-yl ) -3- ( 2-butyn-l-yl ) -5- [( 2 , 3 , 8- 
trimethyl-quinoxalin-6-yl)methyl] -3, 5-dihydro-imidazo [4, 5-d] pyridazin-4- 
one 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of (homo) piperazinylimidazoyridazinones for treatment of 
diabetes mellitus) 
855789-60-5 HCAPLUS 

4H-Imidazo [4, 5-d] pyridazin-4-one, 3- ( 2-butyn-l-yl ) -2- (hexahydro-lH-1 , 4- 
diazepin-l-yl) -3, 5-dihydro-5- [ (2,3, 8-trimethyl-6-quinoxalinyl)methyl] - 
(CA INDEX NAME) 



Me 




RN 855789-61-6 HCAPLUS 

CN 1-Naphthalenecarbonitrile, 4- [ [3- ( 2-butyn-l-yl ) -2- (hexahydro-lH-1 , 4- 

diazepin-l-yl)-3, 4-dihydro-4-oxo-5H-imidazo [4, 5-d] pyridazin-5-yl ] methyl ] - 
(CA INDEX NAME) 
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CH2— C^C— Me 



Or 



RN 855789-62-7 HCAPLUS 

CN 1-Naphthalenecarbonitrile, 4- [ [3- ( 2-butyn-l-yl ) -3 , 4-dihydro-4-oxo-2- ( 1- 
piperazinyl)-5H-imidazo[4,5-d]pyridazin-5-yl]methyl]- (CA INDEX NAME) 




RN 855789-63-8 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 3- ( 2-butyn-l-yl ) -5- [ (4-f luoro-1- 

naphthalenyl)methyl]-3, 5-dihydro-2-(l-piperazinyl)- (CA INDEX NAME) 




CH2- 



RN 855789-64-9 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 3- ( 2-butyn-l-yl ) -5- [ (4-f luoro-1- 

naphthalenyl) methyl] -2- (hexahydro-lH-1 , 4-diazepin-l-yl ) -3, 5-dihydro- (CA 
INDEX NAME) 
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CH2— C^C— Me 




RN 855789-65-0 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 5- [ (4-bromo-l-naphthalenyl) methyl] -3- (2- 
butyn-l-yl)-3,5-dihydro-2-(l-piperazinyl)- (CA INDEX NAME) 




855789-66-1 HCAPLUS 

4H-Imidazo [4, 5-d] pyridazin-4-one, 5- [ (4-bromo-; 
butyn-l-yl) -2- (hexahydro-lH-1 , 4-diazepin-l-yl ) - 
NAME) 



-naphthalenyl) methyl] -3- 
3,5-dihydro- (CA INDEX 




855789-67-2 HCAPLUS 

4H-Imidazo [4, 5-d]pyridazin-4-one, 3- ( 2-butyn-l-yl) -3 , 5-dihydro-2- ( 1- 
piperazinyl) -5- (1, 2, 4-triazolo [4, 3-a]pyridin-3-ylmethyl) - (CA INDEX NAME) 
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RN 855789-68-3 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 3- ( 2-butyn-l-yl ) -3 , 5-dihydro-5- [ (1- 

methyl-lH-benzotriazol-5-yl)methyl] -2- (1-piperazinyl) - (CA INDEX NAME) 



Me— 




RN 855789-69-4 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 3- ( 2-butyn-l-yl ) -2- (hexahydro-lH-1 , 4- 

diazepin-l-yl) -3, 5-dihydro-5- [ (l-methyl-lH-benzotriazol-5-yl)methyl] - (CA 
INDEX NAME) 




RN 855789-71-8 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 3- ( 2-butyn-l-yl ) -2- (hexahydro-lH-1 , 4- 
diazepin-l-yl) -3, 5-dihydro-5-(l, 2, 4-triazolo [ 4, 3-a] pyridin-3-ylmetliyl) - 
(CA INDEX NAME) 




RN 855789-73-0 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 3- ( 2-butyn-l-yl ) -3 , 5-dihydro-5- [ (4- 
methyl-2-pyridinyl ) methyl] -2- (1-piperazinyl) - (CA INDEX NAME) 
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RN 855789-74-1 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 3- (2-butyn-l-yl) -2- (hexahydro-lH-1, 4- 
diazepin-l-yl) -3, 5-dihydro-5- [ ( 4-methyl-2-pyridinyl ) methyl ] - (CA INDEX 
NAME) 




RN 855789-75-2 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 5- (2, 1, 3-benzothiadiazol-5-ylmethyl ) -3- 
(l-butyn-l-yl)-3,5-dihydro-2-(l-piperazinyl)- (CA INDEX NAME) 




RN 855789-76-3 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 5-(2, 1, 3-benzothiadiazol-5-ylmethyl ) -3- 
( 1-butyn-l-yl) -2- (hexahydro-lH-1 , 4-diazepin-l-yl ) -3 , 5-dihydro- (CA INDEX 
NAME) 




RN 855789-77-4 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 3- ( 2-butyn-l-yl ) -3 , 5-dihydro-5- [ (3- 
methyl-l-isoquinolinyl)methyl] -2- (1-piperazinyl) - (CA INDEX NAME) 
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CH2— C— Me 




855789-78-5 HCAPLUS 

4H-Imidazo [4, 5-d] pyridazin-4-one, 3- ( 2-butyn-l-yl ) -2- (hexahydro-lH-1 , 4- 
diazepin-l-yl) -3, 5-dihydro-5- [ (3-methyl-l-isoquinolinyl)methyl] - (CA 
INDEX NAME) 




RN 855789-79-6 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 3- ( 2-butyn-l-yl ) -2- (hexahydro-lH-1 , 4- 
diazepin-l-yl) -3, 5-dihydro-5- (1, 5-naphthyridin-2-ylmethyl) - (CA INDEX 

NAME) 



855789-80-9 HCAPLUS 

4-Isoquinolinecarbonitrile, 1- [ [3- (2-butyn-l-yl) -2- (hexahydro-lH-1 , 4- 
diazepin-l-yl) -3, 4-dihydro-4-oxo-5H-imidazo [4, 5-d] pyridazin-5-yl ] methyl ] • 
(CA INDEX NAME) 
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CN 




855789-81-0 HCAPLUS 

4-Isoquinolinecarbonitrile, 1- [ [3- ( 2-butyn-l-yl ) -3, 4-dihydro-4-oxo-2- (1- 
piperazinyl)-5H-imidazo[4,5-d]pyridazin-5-yl]methyl]- (CA INDEX NAME) 




855789-82-1 HCAPLUS 
4H-Imidazo [4, 5-d] pyridazin- 
piperazinyl ) -5- ( 6-quinoxali 



1-one, 3- (2-butyn-l-yl) -3, 5-dihydro-: 
lylmethyl)- (CA INDEX NAME) 




RN 855789-83-2 HCAPLUS 

CN 4H-Imidazo [4, 5-d]pyridazin-4-one, 3- ( 2-butyn-l-yl ) -3 , 5-dihydro-2- ( 1- 

piperazinyl) -5- [ (2, 3, 8-trimethyl-6-quinoxalinyl)methyl] - (CA INDEX NAME) 



Me 




IT 635723-01-2P, 2- ( 4-tert-Butoxycarbonyl-piperazin-l-yl ) -3- ( 2-butyn- 
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1- yl) -3, 5-dihydro-imidazo [4, 5-d] pyridazin-4-one 855 789-- 41-2?, 

2- ( 4-tert-Butoxycarbonyl-piperazin-l-yl ) -3- ( 2-butyn-l-yl ) -5- [(2,3,8- 
trimethyl-quinoxalin-6-yl) methyl] -3, 5-dihydro-imidazo [4, 5-d] pyridazin-4- 
one 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of (homo) piperazinylimidazoyridazinones for treatment of 

diabetes mellitus) 
RN 635723-01-2 HCAPLUS 

CN 1-Piperazinecarboxylic acid, 4- [ 1- ( 2-butyn-l-yl ) -6 , 7-dihydro-7-oxo-lH- 

imidazo [4, 5-d]pyridazin-2-yl] -, 1 , 1-dimethylethyl ester (CA INDEX NAME) 



RN 855789-41-2 HCAPLUS 

CN 1-Piperazinecarboxylic acid, 4- [ 1- ( 2-butyn-l-yl ) -6 , 7-dihydro-7-oxo-6- 

[ (2,3, 8-trimethyl-6-quinoxalinyl) methyl] -IH-imidazo [4, 5-d] pyridazin-2-yl ] - 
, 1, 1-dimethylethyl ester (CA INDEX NAME) 



o 




'— OBu-t 



Me' 



Me 




.OBu-t 
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GI 




AB The present invention relates to bicyclic imidazole compds . of general formula 
I wherein Rl to R3 and A are defined in claims (an example of a compound of 
the invention is 1- [( 4-methyl-3-oxyquinazolin-2-yl ) methyl ] -3- methyl-7-(2- 
butyn-l-yl) -8- ( (R) -3-aminopiperidin-l-yl) xanthine) , , the tautomers, the 
enantiomers, the stereoisomers, the mixts. thereof and the salts thereof, 
which have valuable pharmacol. properties, particularly an inhibiting effect 
on the activity of the enzyme dipeptidylpeptidase-IV (DPP-IV) . In addition to 
the compds., pharmaceutical compns. containing I and a process for preparing I 
are also claimed. A method of treating a disease chosen from type I and II 
diabetes mellitus, arthritis, obesity, allograft transplantation and 
calcitonin-induced osteoporosis using I is also claimed. 



2- (Piperazin-1-yl) -3- (2-butyn- 
1-yl ) -5- [ ( 4 -methyl -3 -oxide-quinazolin-2-yl) methyl] -3, 5-dihydroimidazo [4,5- 

d] pyridazin-4-one 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 

(Uses) 
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(candidate drug; preparation of bicyclic imidazole derivs. and their use in 
pharmaceutical compns. for treating various diseases) 
RN 856408-30-5 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- [ (3R) -3-amino-l-piperidinyl ] -3- ( 2- 

butyn-l-yl)-3,5-dihydro-5-[ (l-oxido-2-quinolinyl)methyl]- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 856408-31-6 HCAPLUS 

CN 4H-Imidazo [4, 5-d]pyridazin-4-one, 2- [ (3R) -3-amino-l-piperidinyl ] -3- ( 2- 

butyn-l-yl) -3, 5-dihydro-5- [ (3-methyl-2-oxido-l-isoquinolinyl)methyl] - (CA 

INDEX NAME) 

Absolute stereochemistry. 



RN 856408-32-7 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- [ (3R) -3-amino-l-piperidinyl] -3- (2- 

butyn-l-yl) -3, 5-dihydro-5- [ (5-oxido-6-phenanthridinyl)methyl] - (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 856408-33-8 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- [ (3R) -3-amino-l-piperidinyl ] -3- ( 2- 
butyn-l-yl) -3, 5-dihydro-5- [ (3-oxido-2-quinazolinyl)methyl] - (CA INDEX 
NAME) 

Absolute stereochemistry. 
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RN 856408-34-9 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- [ (3R) -3-amino-l-piperidinyl] -3- (2- 

butyn-l-yl) -5- [ (1, 4-dioxido-2-quinoxalinyl)methyl] -3, 5-dihydro- (CA INDEX 
NAME) 

Absolute stereochemistry. 



RN 856408-35-0 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- [ (3R) -3-amino-l-piperidinyl ] -3- ( 2- 

butyn-l-yl) -3, 5-dihydro-5- [ (4-methyl-3-oxido-2-quinazolinyl)methyl] - (CA 
INDEX NAME) 

Absolute stereochemistry. 



RN 856408-37-2 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- [ (3R) -3-amino-l-piperidinyl] -3- (2- 
butyn-l-yl) -3, 5-dihydro-5- [ (2-oxido-3-isoquinolinyl)methyl] - (CA INDEX 
NAME) 

Absolute stereochemistry. 
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RN 856408-38-3 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 3- ( 2-butyn-l-yl ) -3 , 5-dihydro-5- [ (4- 

methyl-3-oxido-2-quinazolinyl)methyl] -2- (1-piperazinyl) - (CA INDEX NAME) 




RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of bicyclic imidazole derivs. and their use in pharmaceutical 
compns. for treating various diseases) 
RN 813462-78-1 HCAPLUS 

CN Carbamic acid, [ (3R) -1- [1- (2-butynyl) -6, 7-dihydro-7-oxo-lH-imidazo [4, 5- 
d] pyridazin-2-yl] -3-piperidinyl] -, 1 , 1-dimethylethyl ester (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




RN 856408-11-2 HCAPLUS 

CN Carbamic acid, [( 3R) -1- [ 1- ( 2-butynyl ) -6 , 7-dihydro-6- [( l-oxido-2- 

quinolinyl ) methyl] -7-oxo-lH-imidazo [4, 5-d] pyridazin-2-yl] -3-piperidinyl] -, 
1, 1-dimethylethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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■OBu-t 



RN 856408-12-3 HCAPLUS 

CN Carbamic acid, [ (3R) -1- [1- (2-butynyl) -6, 7-dihydro-6- [ (3-methyl-2-oxido-l- 
isoquinolinyl) methyl] -7-oxo-lH-imidazo [4, 5-d] pyridazin-2-yl] -3- 
piperidinyl]-, 1 , 1-dimethylethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 856408-13-4 HCAPLUS 

CN Carbamic acid, [ ( 3R) -1- 1 1- ( 2-tautynyl ) -6 , 7-dihydro-6- [ ( b-oxido-6- 
phenanthridinyi ) methyl ] -7-oxo-lH-imidazo [4, 5-d] pyridazin-2-yl ] -3- 
piperidinyl] -, 1 , 1-dimethylethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 856408-14-5 HCAPLUS 

CN Carbamic acid, [ (3R) -1- [1- (2-butynyl) -6, 7-dihydro-6- [ (3-oxido-2- 

quinazolinyl)methyl] -7-oxo-lH-imidazo [4, 5-d] pyridazin-2-yl] -3-piperidinyl] - 
, 1, 1-dimethylethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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•OBu-t 



RN 856408-15-6 HCAPLUS 

CN Carbamic acid, [ (3R) -1- [1- (2-butynyl) -6- [ (1, 4-dioxido-2- 

quinoxalinyl) methyl] -6, 7-dihydro-7-oxo-lH-imidazo [4, 5-d] pyridazin-2-yl] -3- 
piperidinyl]-, 1 , 1-dimethylethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




•OBu-t 



RN 8b6408-lV-8 HCAPLUS 

CN Carbamic acid, [( 3R) -1- [ 1- ( 2-butynyl ) -6 , 7^dihydro-6- [( 4-methyl-3-oxido-2- 

quinazoiinyi) methyl ] -7-oxo-lH-imidazo [4, 5-d] pyridazin-2-yl ] -3-piperidinyl ] - 
, 1, 1-dimethylethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 856408-19-0 HCAPLUS 

CN Carbamic acid, [ (3R) -1- [1- (2-butynyl) -6, 7-dihydro-6- [ (2-oxido-3- 
isoquinolinyl)methyl] -7-oxo-lH-imidazo [4, 5-d] pyridazin-2-yl] -3- 
piperidinyl]-, 1 , 1-dimethylethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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AB There are provided preventives or therapeutic agents for multiple sclerosis, 
characterized by containing compds . represented by the following general 
formula (I) [ring Tl = (un) substituted 4- to 12-membered mono- or dicyclic 
heterocyclyl containing 1 or 2 N atoms; X = each (un) substituted Cl-6 alkyl, 
C2-6 alkenyl, C2-6 alkynyl, C6-10 aryl, 5- to 10-membered heteroaryl, C6-10 
aryl-Cl-6 alkyl, or 5- to 10-membered heteroaryl-Cl-6 alkyl; the solid line 
accompanied by a dotted line between Z2 and Zl = a single or double bond; when 
the bond is a single bond, Zl = NR2 and Z2 = CO; when the bond is a double 
line, Zl, Z2 = N or CR2 ; Rl, R2 = -A0-A1-A2 (wherein AO = a single bond, 

(un) substituted Cl-6 alkylene; Al = a single bond, S, 0, S(0), S(0)2, 02C, 
C02, NRA, CONRA, NRACO, S02NRA, or NRAS02 ; A2 , RA = H, halo, cyano, each 

(un) substituted guanidino, Cl-6 alkyl, C3-8 cycloalkyl, C3-8 cycloalkenyl , C2- 
6 alkenyl, C2-6 alkynyl, C6-10 aryl, 5- to 10-membered heteroaryl, 4- to 8- 
membered heterocyclyl, or 5- to 10-membered heteroaryl-Cl-6 alkyl, etc.); when 
Z2 = CR2, Rl and R2 together form a 5- to 7-membered ring], salts thereof, or 
hydrates of either. Thus, 7 mg 4- [ 7- ( 2-butynyl ) -2-chloro-l- ( 2-cyanobenzyl ) -6- 
oxo-6,7- dihydro-lH-purin-8-yl ] piperazine-l-carboxylic acid tert-Bu ester was 
dissolved in 0.2 mL l-methyl-2-pyrrolidone, treated with 8 mg 3- 
hydroxypyridine-2-carboxamide and 8 mg K2C03, stirred at 100° for 2 h, treated 
with 1 N aqueous HCl, and extracted with EtOAc . The EtOAc extract was 
concentrated, dissolved in CF3C02H, and concentrated to give, after 
purification using reversed-phase HPLC, 3- [[ 7- ( 2-butynyl ) -1- ( 2-cyanobenzyl ) -6- 
oxo-8- (piperazin-l-yl) -6, 7-dihydro-lH-purin-2-yl ] oxy ] pyridine-2-carboxamide 
trif luoroacetate (II). II showed IC50 of 0.000890 jaM against dipeptidyl 
peptidase IV (DPPIV) . 7- (2-Butynyl) -1, 3-dimethyl-8- (piperazin- l-yl)-3,7- 

(piperazin-l-yl) -3, 7-dihydropurine-2 , 6-dione, 2- [ [7- (2-butynyl) -l-methyl-6- 
oxo-8- (piperazin-l-yl) -6, 7-dihydro-lH-purin-2- yl] oxy] benzamide, and 2-(3- 
aminopiperidin-l-yl) -3- (2-butynyl) -5-methyl-3, 5- dihydroimidazo [4,5- 
d] pyridazin-4-one trif luoroacetate inhibited the onset of allergic 
encephalomyelitis (EAE) in mice of human multiple sclerosis model. 
IT - ^ -or, 3- (2-Butynyl)-5-methyl-2- (piperazin-l-yl) -3, 5- 

dihydroimidazo [4, 5-d] pyridazin-4-one 63 ■:.''"/ 2 0 ■■■65 •■ 9 P, 

2- [ [3- (2-Butynyl) -4-oxo-2- (piperazin-l-yl) -3, 4-dihydroimidazo [4, 5- 
d] pyridazin-5-yl] methyl] benzonitrile 8-j -j279-13-3P 



RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 

(Uses) 

(preparation of fused imidazole derivs. such as 

dihydroimidazopyridazine, dihydroimidzolpyridine, hypoxanthine, and 
xanthine derivs. and preventives or therapeutic agents for multiple 
sclerosis) 
RN 635717-65-6 HCAPLUS 

ON 4H-Imidazo [4, 5-d] pyridazin-4-one, 3- ( 2-butyn-l-yl ) -3 , 5-dihydro-5-methyl-2- 
(1-piperazinyl)- (OA INDEX NAME) 
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RN 635720-65-9 HCAPLUS 

CN Benzonitrile, 2- [ [3- ( 2-butyn-l-yl ) -3 , 4-dihydro-4-oxo-2- ( 1-piperazinyl ) -5H- 
imidazo[4,5-d]pyridazin-5-yl]methyl]- (CA INDEX NAME) 




RN 854279-13-3 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 3- ( 2-butyn-l-yl ) -3 , 5-dihydro-5-methyl-2- 
(1-piperazinyl)-, 2 , 2 , 2-trif luoroacetate (1:?) (CA INDEX NAME) 

CM 1 

CRN 635717-65-6 
CMF C14 H18 N6 0 




CM 2 

CRN 76-05-1 
CMF C2 H F3 02 



F 

F— t— C02H 



RN 854279-14-4 HCAPLUS 

CN 4H-Imidazo [4, 5-d]pyridazin-4-one, 3- ( 2-butyn-l-yl) -3 , 5-dihydro-5- 

[ (phenylmethoxy) methyl] -2- ( 1-piperazinyl) -, 2,2, 2-trif luoroacetate ( 1 : ? ) 
(CA INDEX NAME) 

CM 1 

CRN 635717-67-8 
CMF C21 H2 4 N6 02 
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Ph— CH2 — 0— CH2 




CRN 76-05-1 
CMF C2 H F3 02 



F— L— Ci 



854279-15-5 HCAPLUS 

4H-Imidazo [4, 5-d] pyridazin-4-one, 3- ( 2-butyn-l-yl ) -3 , 5-dihydro-2- ( 1- 
piperazinyl)-, 2 , 2 , 2-trif luoroacetate (1:?) (CA INDEX NAME) 



CRN 635717-69-0 
CMF C13 H16 N6 0 




CRN 76-05-1 
CMF C2 H F3 02 



F-L 



854279-17-7 HCAPLUS 

4H-Imidazo [4, 5-d] pyridazin-4-one, 3-(2-butyn-l 
( 1-piperazinyl) -, 4-methylbenzenesulf onate (1: 



-yl) -3, 5-dihydro-5-methyl-: 
') (CA INDEX NAME) 
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CM 



1 



CRN 635717-65-6 
CMF C14 H18 N6 0 



Me' 




■ C^ C— Me 



■NH 



CM 



2 



CRN 104-15-4 
CMF C7 H8 03 S 



_Me 



H03S- 



RN 854279-18-8 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pYridazin-4-one, 2- (3-amino-l-piperidinyl) -3- (2-butyn-l- 
yl)-3,5-dihydro-5-methyl-, 2 , 2 , 2-trif luoroacetate (1:?) (CA INDEX NAME) 

CM 1 

CRN 635717-75-8 
CMF C15 H20 N6 0 




CM 



2 



CRN 
CMF 



76-05-1 
C2 H F3 02 
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-I::— CI 



RN 854279-24-6 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 3- ( 2-butyn-l-yl ) -3 , 5-dihydro-2- ( 1- 

piperazinyl) -5- (2-propyn-l-yl) -, 2 , 2 , 2-trif luoroacetate (1:?) (CA INDEX 
NAME) 

CM 1 

CRN 635720-47-7 
CMF C16 H18 N6 0 




CM 2 

CRN 76-05-1 
CMF C2 H F3 02 




RN 854279-25-7 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 3- ( 2-butyn-l-yl ) -3 , 5-dihydro-5- [2- (3- 
methoxyphenyl) -2-oxoethyl] -2- ( 1-piperazinyl ) -, 2,2, 2-trif luoroacetate 
(1:?) (CA INDEX NAME) 

CM 1 

CRN 635720-63-7 
CMF C22 H24 N6 03 
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CRN 76-05-1 
CMF C2 H F3 02 



F— t— Ci 



854279-26-8 HCAPLUS 

Benzonitrile, 2- [ [3- ( 2-butyn-l-yl ) -3 , 4-dihydro-4-oxo-2- ( 1-piperazinyl ) -5H- 
imidazo [4, 5-d]pyridazin-5-yl]methyl]-, 2 , 2 , 2-trif luoroacetate (1:?) (CA 

INDEX NAME) 

CM 1 

CRN 635720-65-9 
CMF C21 H21 N7 0 



CN 0 CH2- = C-Me 



CRN 76-05-1 
CMF C2 H F3 02 



854279-27-9 HCAPLUS 

Benzonitrile, 2- [ [3- (2-butyn-l-yl) -3, 4-dihydro-4-oxo-2- (1-piperazinyl) -, 
imidazo [4, 5-d] pyridazin-5-yl] methyl] -3-f luoro-, 2,2, 2-trif luoroacetate 
(1:?) (CA INDEX NAME) 

CM 1 

CRN 635721-29-8 
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CMF C21 H20 F N7 0 




CM 



2 



CRN 76-05-1 
CMF C2 H F3 02 



F 



F— t— ( 



■ C02H 



RN 854279-28-0 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 3, 5-dihydro-3- (phenylmethyl ) -2- (1- 
piperazinyl)-, 2 , 2 , 2-trif luoroacetate (1:?) (CA INDEX NAME) 

CM 1 

CRN 635721-53-8 
CMF C16 H18 N6 0 




CM 



2 



CRN 
CMF 



76-05-1 
C2 H F3 02 



F 
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RN 854279-29-1 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 3, 5-dihydro-5-methyl-3- (phenylmethyl ) -2- 
(1-piperazinyl)-, 2 , 2 , 2-trif luoroacetate (1:?) (CA INDEX NAME) 

CM 1 

CRN 635721-55-0 
CMF C17 H20 N6 0 




CM 2 

CRN 76-05-1 
CMF C2 H F3 02 



F 

F— t— C02H 



RN 854279-30-4 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 3, 5-dihydro-5- ( 2-phenylethyl ) -3- 

(phenylmethyl) -2- (1-piperazinyl) -, 2 , 2 , 2-trif luoroacetate (1:?) (CA INDEX 
NAME) 

CM 1 

CRN 635721-59-4 
CMF C24 H26 N6 0 




CM 2 

CRN 76-05-1 
CMF C2 H F3 02 
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F— t— CO2H 



RN 854279-31-5 HCAPLUS 

CN IH-Imidazo [4, 5-d] pyridazine-4-carboxamide, 1- ( 2-butyn-l-yl ) -6, 7-dihydro-6- 
methyl-7-oxo-2- (1-piperazinyl) -, 2 , 2 , 2-trif luoroacetate (1:?) (CA INDEX 
NAME) 

CM 1 

CRN 635722-01-9 
CMF C15 H19 N7 02 




CM 2 

CRN 76-05-1 
CMF C2 H F3 02 



-t— CO2H 



IT 4- [1- (2-Butynyl) -6-methyl-7-oxo-6, 7-dihydro-lH- 

imidazo [4, 5-d]pyridazin-2-yl]piperazine-l-carboxylic acid tert-butyl ester 

, 4- [6-Benzyloxymethyl-l- (2-butynyl) -7-OXO-6, 7-dihydro- 
IH-imidazo [4, 5-d] pyridazin-2-yl ] piperazine-l-carboxylic acid tert-butyl 
ester , 4- [ 1- ( 2-Butynyl ) -7-oxo-6 , 7-dihydro-lH- 

imidazo [4, 5-d]pyridazin-2-yl]piperazine-l-carboxylic acid tert-butyl ester 

, 4- ( l-Benzyl-6-benzyloxymethyl-7-oxo-6 , 7-dihydro-lH- 
imidazo [4, 5-d]pyridazin-2-yl)piperazine-l-carboxylic acid tert-butyl ester 

^^ , 4- (l-Benzyl-7-oxo-6, 7-dihydro-lH-imidazo [4, 5- 
d] pyridazine-2-yl ) piperazine-1-carboxylic acid tert-butyl ester 

^ ^ , 4- [ 1- ( 2-Butynyl ) -4-carbamoyl-5-methyl-7-oxo-6 , 7- 

dihydro-lH-imidazo [4, 5-d] pyridazin-2-yl ] piperazine-l-carboxylic acid 
tert-butyl ester 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
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(Reactant or reagent) 

(preparation of fused imidazole derivs. such as 

dihydroimidazopyridazine, dihydroimidzolpyridine, hypoxanthine, and 
xanthine derivs. and preventives or therapeutic agents for multiple 
sclerosis) 
RN 635722-47-3 HCAPLUS 

CN 1-Piperazinecarboxylic acid, 4- [ 1- ( 2-butyn-l-yl ) -6 , 7-dihydro-6-methyl-7- 
oxo-lH-imidazo [4, 5-d]pyridazin-2-yl] -, 1 , 1-dimethylethyl ester (CA INDEX 
NAME) 



O 




RN 635722-78-0 HCAPLUS 

CN 1-Piperazinecarboxylic acid, 4- [ 1- ( 2-butyn-l-yl ) -6 , 7-dihydro-7-oxo-6- 
[ (phenylmethoxy) methyl] -IH-imidazo [4, 5-d] pyridazin-2-yl] -, 
1, 1-dimethylethyl ester (CA INDEX NAME) 




RN 635723-01-2 HCAPLUS 

CN 1-Piperazinecarboxylic acid, 4- [ 1- ( 2-butyn-l-yl ) -6 , 7-dihydro-7-oxo-lH- 

imidazo [4, 5-d]pyridazin-2-yl] -, 1 , 1-dimethylethyl ester (CA INDEX NAME) 




RN 635723-02-3 HCAPLUS 

CN 1-Piperazinecarboxylic acid, 4- [6, 7-dihydro-7-oxo-6- 

[ (phenylmethoxy) methyl] -1- (phenylmethyl ) -IH-imidazo [4, 5-d] pyridazin-2-yl] - 
, 1, 1-dimethylethyl ester (CA INDEX NAME) 
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o 




RN 635723-03-4 HCAPLUS 

CN 1-Piperazinecarboxylic acid, 4- [6, 7-dihydro-7-oxo-l- (phenylmethyl) -IH- 

imidazo [4, 5-d]pyridazin-2-yl] -, 1 , 1-dimethylethyl ester (CA INDEX NAME) 



o 




RN 635723-14-7 HCAPLUS 

CN 1-Piperazinecarboxylic acid, 4- [4- (aminocarbonyl) -1- (2-butyn-l-yl) -6, 7- 
dihydro-6-methyl-7-oxo-lH-imidazo [4, 5-d] pyridazin-2-yl ] -, 
1, 1-dimethylethyl ester (CA INDEX NAME) 
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CODEN: PIXXD2 

Patent 

German 



PATENT NO. KIND DATE APPLICATION NO. DATE 



WO 
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20040611 
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IT, 
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UG, 


US, 


UZ, VC, 


VN, 


YU, 


ZA, 


ZM, ZW 




RW: BW, 


GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


NA, 


SD, SL, 


SZ, 


TZ, 


UG, 


ZM, ZW, AM, 




AZ, 


BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM, 


AT, BE, 


BG, 


CH, 


CY, 


CZ, DE, DK, 




EE, 


ES, 








GR, 


HU, 






MC, 


NL, 




PT, RO, SE, 
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SK, 
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GN, 
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US 2004- 
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■2529729 
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1641799 






Al 




20060405 




EP 2004- 


■736644 




20040611 


EP 


1641799 
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200E 


i0312 
















R: AT, 


BE, 


CH, 


DE, 


DK, 


ES, 


FR, 


GB, 


GR, IT, 


LI, 


LU, 


NL, 


SE, MC, PT, 




IE, 
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CY, 
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EE, HU, 


PL, 


SK 






JP 


2006527717 




T 




20061207 




JP 2006- 


■5158 


94 




20040611 


AT 


388952 






T 




2006 


i0315 




AT 2004- 


■736644 




20040611 


UTY APPLN. 


INFO 














DE 2003- 


■10327439 




A 20030618 




















US 2003- 


■487309P 




P 20030715 




















WO 2004- 


■EP6303 




W 20040611 



OTHER SOURCE(S): MARPAT 142:74585 

GI 




AB Title compds. I [Rl = alkyl substituted 3, 4-dihydroquinolinyl, 3,4- 

dihydroisoquinolinyl, 1, 4-dihydroquinazolinyl, etc.; R2 = H, F, Cl, etc.; R3 = 
(un) substituted alkyl, e.g., cycloalkyl, cycloalkenyl, aryl, etc.; R4 = 
(un) substituted azetidin-l-yl, pyrrolidin-l-yl ; Y = N, C-R5; R5 = H, alkyl] 
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and their pharmaceutically acceptable salts and formulations were prepared 
For example, TFA mediated deprotection of Boc-amine II (X = Boc) afforded 
claimed imidazopyridazinone II (X = H) in 63% yield. In dipeptidyl peptidase 
IV (DPP-IV) inhibition assays, 8-examples of compds . I exhibited IC50 values 
ranging from 3-58 nM, e.g., the IC50 value of imidazopyridazinone II (X = H) 
was 14 nM. Compds. I are claimed to be useful for the treatment of type I and 
type II diabetes mellitus. 
IT . " . -"■-so. it- I ^ ■1^2- t,6-bP 

o . ^ , ^ . . . ^ ^' ; ^ . 1 ?46:;-e.:-3P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 

(Uses) 

(preparation of imidazopyridazinones and related compds. as dipeptidyl 
peptidase IV (DPP-IV) inhibitors for the treatment of diabetes) 
RN 813462-54-3 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- (3-amino-l-piperidinyl) -3- (2-butyn-l- 
yl)-5-(dibenz[b,f] [l,4]oxazepin-ll-ylmethyl)-3,5-dihydro- (CA INDEX NAME) 




RN 813462-55-4 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- (3-amino-l-piperidinyl) -3- (2-butyn-l- 
yl)-3,5-dihydro-5-(6-phenanthridinylmethyl)- (CA INDEX NAME) 




RN 813462-56-5 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- (3-amino-l-piperidinyl) -3- (2-butyn-l- 
yl)-3,5-dihydro-5-(9-phenanthrenylmethyl)- (CA INDEX NAME) 
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RN 813462-57-6 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- [ (3R) -3-amino-l-piperidinyl] -3- (2- 

butyn-l-yl) -3, 5-dihydro-7-methyl-5- (6-phenanthridinylmethyl) - (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 813462-58-7 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- [ (3R) -3-amino-l-piperidinyl] -3- (2- 

butyn-l-yl) -5- (dibenz [b, f ] [1,4] oxazepin-ll-ylmethyl) -3, 5-dihydro-7-methyl- 

(CA INDEX NAME) 

Absolute Stereochemistry. 




RN 813462-59-8 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- [ (3S) -3-amino-l-piperidinyl] -3- (2- 
butyn-l-yl) -5- (dibenz [b, f ] [1,4] oxazepin-ll-ylmethyl) -3, 5-dihydro- (CA 
INDEX NAME) 

Absolute stereochemistry. 
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RN 813462-60-1 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- [ (3R) -3-amino-l-piperidinyl] -3- (2- 
butyn-l-yl) -5- (dibenz [b, f ] [1,4] oxazepin-ll-ylmethyl) -3, 5-dihydro- (CA 
INDEX NAME) 

Absolute stereochemistry. 




RN 813462-61-2 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- [ (3R) -3-amino-l-piperidinyl ] -3- ( 2- 
butyn-l-yl) -3, 5-dihydro-5- (naphth [2, 1-d] oxazol-2-ylmethyl ) - (CA INDEX 
NAME) 

Absolute stereochemistry. 
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RN 813462-62-3 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- [ (3R) -3-amino-l-piperidinyl] -3- (2- 
butyn-l-yl) -3, 5-dihydro-5- (naphth [ 1 , 2-d] oxazol-2-ylmethyl ) - (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 813462-63-4 HCAPLUS 

CN 4 (3H) -Quinazolinone, 2- [ [2- [ (3R) -3-amino-l-piperidinyl ] -3- ( 2-butyn-l-yl ) - 
3, 4-dihydro-4-oxo-5H-imidazo [4, 5-d] pyridazin-5-yl] methyl] - (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 813462-64-5 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- [ (3R) -3-amino-l-piperidinyl] -3- (2- 
butyn-l-yl) -3, 5-dihydro-7-methyl-5- ( 6-phenanthridinylmethyl ) -, 
2, 2, 2-trifluoroacetate (1:?) (CA INDEX NAME) 

CM 1 

CRN 813462-57-6 
CMF C29 H29 N7 0 

Absolute stereochemistry. 
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RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of imidazopyridazinones and related compds . as dipeptidyl 
peptidase IV (DPP-IV) inhibitors for the treatment of diabetes) 
RN 813462-65-6 HCAPLUS 

CN Carbamic acid, [1- [1- (2-butynyl) -6- (dibenz [b, f ] [1, 4] oxazepin-ll-ylmethyl) - 
6, 7-dihydro-7-oxo-lH-imidazo [4, 5-d] pyridazin-2-yl] -3-piperidinyl ] -, 
1, 1-dimethylethyl ester (9CI) (CA INDEX NAME) 




RN 813462-66-7 HCAPLUS 

CN Carbamic acid, [ (3R) -1- [1- (2-butynyl) -6, 7-dihydro-4-methyl-7-oxo-6- (6- 

phenanthridinylmethyl) -IH-imidazo [4, 5-d] pyridazin-2-yl] -3-piperidinyl] -, 
1, 1-dimethylethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 813462-67-8 HCAPLUS 

CN Carbamic acid, N- [ (3R) -1- [1- (2-butyn-l-yl) -6- (dibenz [b, f ] [1, 4] oxazepin- 
ylmethyl) -6, 7-dihydro-4-methyl-7-oxo-lH-imidazo [4, 5-d] pyridazin-2-yl] -3 
piperidinyl]-, 1 , 1-dimethylethyl ester (CA INDEX NAME) 

Absolute stereochemistry. 




RN 813462-71-4 HCAPLUS 

CN Carbamic acid, [ (3R) -1- [1- (2-butynyl) -6- (cyanomethyl) -6, 7-dihydro-7-oxo 
imidazo [4, 5-d] pyridazin-2-yl] -3 -piperidinyl] -, 1, 1-dimethylethyl ester 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 813462-72-5 HCAPLUS 

CN Carbamic acid, N- [1- [1- (2-butyn-l-yl) -6, 7-dihydro-7-oxo-lH-imidazo [4, 5- 
d]pyridazin-2-yl] -3-piperidinyl] -, 1 , 1-dimethylethyl ester (CA INDEX 
NAME) 
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RN 813462-73-6 HCAPLUS 

CN Carbamic acid, N- [ (3R) -1- [1- (2-butyn-l-yl) -6, 7-dihydro-4-methyl-7-oxo-lH- 
imidazo [4, 5-d] pyridazin-2-yl] -3-piperidinyl] -, 1, 1-dimethylethyl ester 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN 813462-74-7 HCAPLUS 

CN Carbamic acid, [ ( 3S ) -1- 11- ( 2-butynyl ) -6- (dibenz [b, f J [1 , 4 J oxazepin-11- 
ylmethyl) -6, 7-dihydro-7-oxo-lH-imidazo [ 4, 5-d] pyridazin-2-yl ] -3- 
piperidinyl] -, 1 , 1-dimethylethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 813462-75-8 HCAPLUS 

CN Carbamic acid, [ (3R) -1- [1- (2-butynyl) -6- (dibenz [b, f] [1, 4] oxazepin-11- 
ylmethyl) -6, 7-dihydro-7-oxo-lH-imidazo [4, 5-d] pyridazin-2-yl] -3- 
piperidinyl]-, 1 , 1-dimethylethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 813462-76-9 HCAPLUS 

CN Carbamic acid, [ (3S) -1- [1- (2-butynyl) -6, 7-dihydro-6- (naphth [2, 1-d] oxazol 
ylmethyl) -7-oxo-lH-imidazo [4, 5-d] pyridazin-2-yl] -3-piperidinyl] -, 
1, 1-dimethylethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 813462-77-0 HCAPLUS 

CN Carbamic acid, [ (3R) -1- [1- (2-butynyl) -6, 7-dihydro-6- (naphth [1, 2-d] oxazol 
ylmethyl) -7-oxo-lH-imidazo [4, 5-d]pyridazin-2-yl] -3-piperidinyl] -, 
1, 1-dimethylethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 813462-78-1 HCAPLUS 

CN Carbamic acid, [ (3R) -1- [1- (2-butynyl) -6, 7-dihydro-7-oxo-lH-imidazo [4, 5- 
d] pyridazin-2-yl] -3-piperidinyl] -, 1 , 1-dimethylethyl ester (9CI) (CA 
INDEX NAME) 
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Absolute stereochemistry. 




OBu-t 



-C=C Me 



RN 813462-87-2 HCAPLUS 

CN Carbamic acid, [ (3R) -1- [1- (2-butynyl) -6- [ (1, 4-dihydro-4-oxo-2- 

quinazolinyl)methyl] -6, 7-dihydro-7-oxo-lH-imidazo [4, 5-d] pyridazin-2-yl] -3- 
piperidinyl]-, 1 , 1-dimethylethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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AB The invention relates to substituted imidazo-pyr idinones and imidazo- 
pyridazinones I [Rl = 5- to 7-membered cycloalkylenimino (optionally 
substituted with Cl-3-alkyl ) , 6- to 7-membered cycloalkylenimino (4-methylene 
substituted, to 7-membered cycloalkylamino, etc.; R2 = CH2Ph (F-, C1-, Br-, 
CN-substituted Ph) , (un) branched C3-8-alkenyl , C3-5-alkynyl , C3-7- 
cycloalkylmethyl, C5-7-cycloalkylmethyl, urylmethyl, thienylmethyl, 
pyrrolylmethyl, thiazolylmethyl, ; R3 = (un) branched Cl-6-alkyl, Cl-6- 
haloalkyl, Cl-6-cyanoalkyl , CHMePh, CH2CH(0H)Ph, CH2C0Ph (optionally 
substituted Ph) , 3-methyl-2-oxo-2, 3- dihydrobenzoxazolyl ) carbonylmethyl , 
thienylcarbonylmethyl, mono- or bicyclic heteroaryl- (Cl-6-alkyl ) ; R4 = H, Cl- 
3-alkyl; X = N, CR5; R5 = H, Me; etc.], the tautomers thereof, the 
stereoisomers thereof, the mixts. thereof and the salts thereof, which have 
valuable pharmacol. properties, especially an inhibitory effect on the 
activity of the enzyme dipeptidylpeptidase-IV (DPP-IV) . Thus, I-HCl [Rl = 3- 
aminopiperidino, R2 = 2-butynyl, R3 = (1-naphthyl) methyl, R4 = H, X = N] was 
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prepared from 4, 5-dichloro-3-hydroxy-2H-pyridazine (II; Yl = Y2 = CI, Y3 = H) 
via N-alkylation with 1- (chloromethyl) naphthalene to give II [Yl = Y2 = CI, Y3 
= (1-naphthyl) methyl] , hydrolysis-nitration to II [Yl = OH, Y2 = N02, Y3 = 
( 1-naphthyl) methyl ] , amination to give II [Yl = NH2, Y2 = N02, Y3 = (1- 
naphthyl ) methyl ] , reduction to the 4,5-diamino derivative, cyclocondensation 
with thiocarbonyldiimidazole to give imidazopyridazone III [Zl = SH, Z2 = H, 
Z3 = ( 1-naphthyl) methyl ] , S-methylation to III [Zl = SMe, Z2 = H, Z3 = (1- 
naphthyl ) methyl ] , N-alkylation with BrCH2C.tplbond.CMe to give III [Zl = SMe, 
Z2 = CH2C.tplbond.CMe, Z3 = ( 1-naphthyl ) methyl ] ; S-oxidation to give III [Zl = 
S02Me, Z2 = CH2C.tplbond.CMe, Z3 = ( 1-naphthyl ) methyl ], , amination with 3- 
(Boc-amino) piperidine and deprotection . The inhibitory effect of I [Rl = 3- 
aminopiperidino, R2 = 2-butynyl, R3 = ( 1-naphthyl ) methyl , R4 = H] on the 
activity of the enzyme dipeptidylpeptidase-IV (DPP-IV) was tested [IC50 = 13 
nM] . Formulations containing I in the forms of dragees, tablets, ampuls, 
hard-gel capsules, suppositories and suspensions are presented. 

IT f ' . ' ' ^ . . ^ o t -r 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation and N-deprotection of; preparation and use of novel 

substituted 

imidazopyridinones and imidazopyridazones as inhibitors of 
dipeptidylpeptidase IV) 
RN 705280-44-0 HCAPLUS 

ON Carbamic acid, [1- [6, 7-dihydro-6- (1-naphthalenylmethyl) -7-oxo-l- 
(phenylmethyl) -IH-imidazo [4, 5-d] pyridazin-2-yl] -3-piperidinyl] -, 
1, 1-dimethylethyl ester (9CI) (OA INDEX NAME) 




■OBu-t 



RN 705280-47-3 HCAPLUS 

CN Carbamic acid, [ 1- [ 1- ( 2-butynyl ) -6 , 7-dihydro-6- ( 1-naphthalenylmethyl ) -7- 
oxo-lH-imidazo [4, 5-d] pyridazin-2-yl] -3-piperidinyl] -, 1, 1-dimethylethyl 
ester (9CI) (OA INDEX NAME) 
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RN 705280-64-4 HCAPLUS 

CN Carbamic acid, [ ( 3R) -1- [ 1- ( 2-butynyl ) -6 , 7-dihydro-6- [ ( 4-methyl-2- 

quinazolinyl ) methyl] -7-oxo-lH-imidazo [4, 5-d] pyridazin-2-yl] -3-piperidinyl] 
, 1, 1-dimethylethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



[e — c 1 



IT 



C o'^ 4 i 
b P 



n'-2^v, 1^ 



T-2^v, ^ 
04? < 



RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 

(Uses) 

(preparation and use of novel substituted imidazopyridinones and 
imidazopyridazones as inhibitors of dipeptidylpeptidase IV) 

RN 705279-79-4 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- (3-amino-l-piperidinyl) -3, 5-dihydro-5- 
(1-naphthalenylmethyl) -3- (phenylmethyl) -, hydrochloride (1:1) (CA INDEX 
NAME) 
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RN 705279-80-7 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- (3-amino-l-piperidinyl) -3- (2-butyn-l- 
yl) -3, 5-dihydro-5- (1-naphthalenylmethyl) -, hydrochloride (1:1) (CA INDEX 
NAME) 



CH2— C— Me 




705279-83-0 HCAPLUS 

4H-Imidazo [4, 5-d] pyridazin-4-one, 2- (3-amino-l-p 
yl) -3 , 5-dihydro-5- (1,2, 4-triazolo [ 4 , 3-a] pyridin- 
NAME) 



Lperidinyl) -3- (2-butyn-l- 
i-ylmethyl)- (CA INDEX 




RN 705279-84-1 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- (3-amino-l-piperidinyl) -3- (2-butyn-l- 
yl)-3,5-dihydro-5-[ (3-methyl-l-isoquinolinyl)methyl]- (CA INDEX NAME) 



Page 65 of 235 



us 10/516971 




RN 705279-87-4 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- (3-amino-l-piperidinyl) -3- (2-butyn-l- 
yl)-3,5-dihydro-5-(2-quinazolinylmethyl)- (CA INDEX NAME) 




RN 705279-88-5 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- [ (3R) -3-amino-l-piperidinyl ] -3- ( 2- 
butyn-l-yl) -3, 5-dihydro-5- [ (4-methyl-2-quinazolinyl)methyl] - (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 705279-89-6 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- [ (3R) -3-amino-l-piperidinyl] -5- (1, 2- 
benzisothiazol-3-ylmethyl) -3- (2-butyn-l-yl) -3, 5-dihydro- (CA INDEX NAME) 

Absolute stereochemistry. 



o 




Page 66 of 235 



us 10/516971 



RN 705279-90-9 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- [ (3R) -3-amino-l-piperidinyl] -5- (1, 2- 
benzisoxazol-3-ylmethYl)-3-(2-butyn-l-yl)-3,5-dihydro- (CA INDEX NAME) 

Absolute stereochemistry. 



RN 705279-92-1 HCAPLUS 

CN 4H-Imidazo [4, 5-d]pyridazin-4-one, 2- [ (3R) -3-amino-l-piper idinyl ] -3- ( 2- 

butyn-l-yl ) -3 , 5-dihydro-5- [ ( l-methyl-lH-indazol-3-yl ) methyl ] - (CA INDEX 
NAME) 

Absolute stereochemistry. 



RN 705279-93-2 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- (3-amino-l-piperidinyl) -3- (2-butyn-l- 
yl)-3,5-dihydro-5-(2-oxo-2-phenylethyl)- (CA INDEX NAME) 



RN 705279-94-3 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- (3-amino-l-piperidinyl) -3- (2-butyn-l- 
yl)-3,5-dihydro-5-(6-quinoxalinylmethyl)- (CA INDEX NAME) 




A, 
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RN 705279-95-4 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- (3-amino-l-piperidinyl ) -3- (2-butyn-l- 
yl) -3, 5-dihydro-5- [ (4-methyl-2-pyridinyl) methyl]- (CA INDEX NAME) 




RN 705279-96-5 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- [ (3R) -3-amino-l-piperidinyl] -3- (2- 
butyn-l-yl) -3, 5-dihydro-5- [ (4-phenyl-2-quinazolinyl)methyl] - (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 705279-97-6 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- [ (3R) -3-amino-l-piperidinyl] -3- (2- 
butyn-l-yl) -3, 5-dihydro-5- (2-quinoxalinylmethyl) - (CA INDEX NAME) 

Absolute stereochemistry. 




RN 705279-98-7 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- [ (3R) -3-amino-l-piperidinyl] -3- (2- 
butyn-l-yl) -5- [ (2, 3-dimethyl-6-quinoxalinyl)methyl] -3, 5-dihydro- (CA 

INDEX NAME) 
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Absolute stereochemistry. 




RN 705279-99-8 HCAPLUS 

CN 1-Naphthalenecarbonitrile, 4- [ [2- [ (3R) -3-amino-l-piperidinyl] -3- (2-butyn-l- 
yl) -3, 4-dihydro-4-oxo-5H-imidazo [4, 5-d] pyridazin-5-yl] methyl] - (CA INDEX 
NAME) 

Absolute stereochemistry. 




'NH2 



RN 705280-01-9 HCAPLUS 

CN 4H-Imidazo [ 4, 5-d] pyrida2in-4-one, 2- (3-amino-l-piperidinyl ) -3 , 5-dihydro-3- 
(3-methyl-2-buten-l-yl)-5-(2-oxo-2-phenylethyl)- (CA INDEX NAME) 




RN 705280-03-1 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- [ (3R) -3-amino-l-piperidinyl] -3- (2- 
butyn-l-yl) -5- [ (4-f luoro-l-naphthalenyl)methyl] -3, 5-dihydro-, 
hydrochloride (1:1) (CA INDEX NAME) 

Absolute stereochemistry. 
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# HCl 

RN 705280-04-2 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- [ (3R) -3-amino-l-piperidinyl] -3- (2- 
butyn-l-yl) -3, 5-dihydro-5- [ (6-methyl-2-benzoxazolyl) methyl] -, 
hydrochloride (1:1) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 70b280-0b-3 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- [ (3R) -3-amino-l-piperidinyl] -3- (2- 
butyn-l-yl) -3, 5-dihydro-5- [ (l-phenyl-lH-benzimidazol-2-yl)methyl] -, 
hydrochloride (1:1) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 705280-06-4 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- [ (3R) -3-amino-l-piperidinyl] -3- (2- 
butyn-l-yl) -3, 5-dihydro-5- [ (4-methyl-2-benzoxazolyl)methyl] -, 
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hydrochloride (1:1) (CA INDEX NAME) 
Absolute stereochemistry. 




# HCl 

RN 705280-07-5 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- [ (3R) -3-amino-l-piperidinyl] -3- (2- 

butyn-l-yl) -3, 5-dihydro-5- [ [5- (trif luoromethyl ) -2-benzothiazolyl] methyl] -, 
hydrochloride (1:1) (CA INDEX NAME) 

Absolute stereochemistry. 




# HCl 



RN 705280-08-6 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- [ {3R) -3-amino-l-piperidinyl] -3- (2- 
butyn-l-yl) -5- [ (5-chloro-2-benzoxazolyl)methyl] -3, 5-dihydro-, 
hydrochloride (1:1) (CA INDEX NAME) 

Absolute stereochemistry. 



0 




# HCl 
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RN 705280-09-7 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- [ (3R) -3-amino-l-piperidinyl] -3- (2- 
butyn-l-yl) -3, 5-dihydro-5- [ ( 5-methyl-2-benzoxazolyl ) methyl ] -, 
hydrochloride (1:1) (CA INDEX NAME) 

Absolute stereochemistry. 




# HCl 



RN 705280-10-0 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- [ (3R) -3-amino-l-piperidinyl ] -3- ( 2- 

butyn-l-yl) -3, 5-dihydro-5- [ [1- (3-pyridinyl) -lH-benzimidazol-2-yl] methyl] -, 
hydrochloride (1:1) (CA INDEX NAME) 

Absolute stereochemistry. 




# HCl 



RN 705280-11-1 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- [ (3R) -3-amino-l-piperidinyl] -3- (2- 
butyn-l-yl) -5- [ (5, 7-dimethyl-2-benzoxazolyl)methyl] -3, 5-dihydro-, 
hydrochloride (1:1) (CA INDEX NAME) 

Absolute stereochemistry. 
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Me 



,Me 



# HCl 



RN 705280-12-2 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- [ (3R) -3-amino-l-piperidinyl] -3- (2- 
butyn-l-yl ) -5- [ ( 4-chloro-l-naphthalenyl ) methyl ] -3 , 5-dihydro- (CA INDEX 
NAME) 

Absolute stereochemistry. 



RN 705280-13-3 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- [ (3R) -3-amino-l-piperidinyl ] -5- [ (4- 

bromo-l-naphthalenyl) methyl] -3- ( 2-butyn-l-yl ) -3, 5-dihydro-, hydrochloride 
(1:1) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 705280-14-4 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- [ (3R) -3-amino-l-piperidinyl] -5- (2, 1,3- 
benzoxadiazol-5-ylmethyl) -3- (2-butyn-l-yl) -3, 5-dihydro- (CA INDEX NAME) 

Absolute stereochemistry. 





Me — C= C- 



# HCl 
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o 




RN 705280-15-5 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pYridazin-4-one, 2- [ (3R) -3-amino-l-piperidinyl] -5- (2, 1,3- 
benzothiadiazol-4-ylmethyl)-3-(2-butyn-l-yl)-3,5-dihydro- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 705280-16-6 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- [ (3R) -3-amino-l-piperidinyl] -5- (2, 1,3- 
benzothiadiazol-5-ylmethyl)-3-(2-butyn-l-yl)-3,5-dihydro- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 705280-17-7 HCAPLUS 

CN 4H-Imidazo [4, 5-d]pyridazin-4-one, 2- [ (3R) -3-amino-l-piperidinyl] -3- [ (2- 
chlorophenyl ) methyl] -3, 5-dihydro-5- [ (3 -methyl- 1-isoquinolinyl ) methyl] - 
(CA INDEX NAME) 

Absolute stereochemistry. 
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RN 705280-18-8 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- [ (3R) -3-amino-l-piperidinyl ] -3- ( 2- 
butyn-l-yl) -3, 5-dihydro-5- [ ( 2-methyl-l-naphthalenyl ) methyl ] - (CA INDEX 
NAME) 

Absolute stereochemistry. 



RN 705280-19-9 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- [ (3R) -3-amino-l-piperidinyl] -3- (2- 
butyn-l-yl) -3, 5-dihydro-5- [ ( 5-methylimidazo [1, 2-a]pyridin-2-yl)methyl] - 
(CA INDEX NAME) 

Absolute stereochemistry. 



RN 705280-20-2 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- [ (3R) -3-amino-l-piperidinyl ] -3- ( 2- 
butyn-l-yl)-3,5-dihydro-5-(3-isoquinolinylmethyl)- (CA INDEX NAME) 

Absolute stereochemistry. 




o 
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RN 705280-21-3 HCAPLUS 

CN 2 (IH)-Quinolinone, 6- [ [2- [ (3R) -3-amino-l-piperidinyl] -3- (2-butyn-l-yl) -3, 4- 
dihydro-4-oxo-5H-imidazo [4, 5-d] pyridazin-5-yl] methyl] -1-methyl- (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 705280-22-4 HCAPLUS 

CN 4H-Imidazo [4, b-clJpyriclazin-4-one, 2- [ ( 3R) -3-amino-l-piperidinyl J -3- ( 2- 

butyn-l-yl) -3, b-dihydro-5- [ ( 2-methyl-2H-indazol-3-yl ) methyl ] - (CA INDEX 
NAME) 

Absolute stereochemistry. 



o 




RN 705280-23-5 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- [ (3R) -3-amino-l-piperidinyl] -3- (2- 

butyn-l-yl) -3, 5-dihydro-7-methyl-5- [ (4-phenyl-2-quinazolinyl)methyl] - (CA 
INDEX NAME) 

Absolute stereochemistry. 
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RN 705280-24-6 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- [ (3R) -3-ainino-l-piperidinyl] -3- (2- 

butyn-l-yl) -3, 5-dihydro-7-methyl-5- [ (4-methyl-2-quinazolinyl) methyl] - (CA 
INDEX NAME) 

Absolute stereochemistry. 



RN 705280-25-7 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- [ (3R) -3-amino-l-piperidinyl ] -3- ( 2- 
butyn-l-yl) -3, 5-dihydro-7-methyl-5- [ (3-methyl-l-isoquinolinyl)methyl] - 
(CA INDEX NAME) 

Absolute stereochemistry. 



RN 705280-26-8 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- [ (3R) -3-amino-l-piperidinyl] -3- (2- 

butyn-l-yl ) -3 , 5-dihydro-5- [ ( l-methyl-lH-indazol-4-yl ) methyl ] - (CA INDEX 
NAME) 

Absolute stereochemistry. 
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Me 




RN 705280-27-9 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- [ (3R) -3-amino-l-piperidinyl ] -3- ( 2- 
butyn-l-yl) -3, 5-dihydro-5- [ ( 4-methyl-l-phthalazinyl ) methyl ] - (CA INDEX 
NAME) 

Absolute stereochemistry. 




►NH2 



RN 705280-28-0 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- [ (3R) -3-amino-l-piperidinyl] -3- (2- 

butyn-l-yl) -5- [2- (2, 3-dihydro-3-methyl-2-oxo-4-benzoxazolyl ) -2-oxoethyl] - 
3,5-dihydro- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 705280-29-1 HCAPLUS 

CN 1 (2H) -Isoquinolinone, 4- [ [2- [ (3R) -3-amino-l-piperidinyl] -3- (2-butyn-l-yl) - 
3, 4-dihydro-4-oxo-5H-imidazo [4, 5-d] pyridazin-5-yl] methyl] -2-methyl- (CA 
INDEX NAME) 
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Absolute stereochemistry. 



Me C- 




RN 705280-30-4 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- [ (3R) -3-amino-l-piperidinyl] -3- (2- 
butyn-l-yl) -3, 5-dihydro-5- [ (8-methoxy-5-quinolinyl) methyl] - (CA INDEX 
NAME) 

Absolute stereochemistry. 



RN 705280-31-5 HCAPLUS 

CN 4H-lmiclazo 14, 5-d]pyridazin-4-one, 2- [ ( 3R) -3-amino-l-piper idinyl ] -3- ( 2- 

butyn-l-yl)-3,5-dihydro-5-(l,5-naphthyridin-2-ylmethyl)- (CA INDEX NAME) 

Absolute stereochemistry. 



RN 705280-32-6 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- [ (3R) -3-amino-l-piperidinyl] -3- (2- 

butyn-l-yl) -3, 5-dihydro-5- [ (2,3, 8-trimethyl-6-quinoxalinyl)methyl] - (CA 
INDEX NAME) 

Absolute stereochemistry. 
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Me C- 



Me' 



Me, 




'NH2 



RN 705280-33-7 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- [ (3R) -3-amino-l-piperidinyl] -3- (2- 

butyn-l-yl) -3, 5-dihydro-5- [ [4- ( 4-morpholinyl ) -2-quinazolinyl] methyl] - (CA 
INDEX NAME) 

Absolute stereochemistry. 



RN 705280-34-8 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- [ (3R) -3-amino-l-piperidinyl ] -3- ( 2- 

butyn-l-yl) -3, 5-dihydro-5- [ (2E) -3- (2, 3, 4, 5, 6-pentaf luorophenyl ) -2-propen-l- 
yl]- (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 



RN 705280-35-9 HCAPLUS 

CN 1-Naphthalenecarbonitrile, 4- [ [2- [ (3R) -3-amino-l-piperidinyl] -3- (2-butyn-l- 
yl) -3, 4-dihydro-7-methyl-4-oxo-5H-imidazo [4, 5-d] pyridazin-5-yl] methyl] - 
(CA INDEX NAME) 

Absolute stereochemistry. 




Me — C=C- 




Me C- 
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'NH2 



RN 705280-66-6 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- [ (3R) -3-amino-l-piperidinyl] -5- [ (4- 
bromo-l-naphthalenyl)methyl] -3- (2-butyn-l-yl) -3, 5-dihydro- (CA INDEX 
NAME) 

Absolute stereochemistry. 




►NH2 



RN 705280-67-7 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- (3-amino-l-piperidinyl) -3- (2-butyn-l- 
yl ) -3 , 5-dihydro-5- ( 1-naphthalenylmethyl ) - (CA INDEX NAME) 




RN 705280-68-8 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- (3-amino-l-piperidinyl) -3- (2-butyn-l- 
yl) -3, 5-dihydro-5- (1,2, 4-triazolo [4, 3-a] pyridin-3-ylmethyl ) -, 
hydrochloride (1:1) (CA INDEX NAME) 
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# HCl 



RN 705280-69-9 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- (3-amino-l-piperidinyl) -3- (2-butyn-l- 
yl) -3, 5-dihydro-5- [ ( 4-methyl-2-pyridinyl) methyl] -, hydrochloride (1:2) 
(CA INDEX NAME) 



RN 705280-70-2 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- [ (3R) -3-amino-l-piperidinyl] -3- (2- 
butyn-l-yl) -3, 5-dihydro-5- ( 2-quinoxalinylmethyl ) -, hydrochloride (1:1) 
(CA INDEX NAME) 

Absolute stereochemistry. 



RN 705280-71-3 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- [ (3R) -3-amino-l-piperidinyl] -3- (2- 
butyn-l-yl) -5- [ ( 4-f luoro-l-naphthalenyl ) methyl ] -3 , 5-dihydro- (CA INDEX 
NAME) 

Absolute stereochemistry. 




#2 HCl 




# HCl 
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F- 




RN 705280-72-4 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- [ (3R) -3-amino-l-piperidinyl] -3- (2- 
butyn-l-yl) -3, 5-dihydro-5- [ (6-methyl-2-benzoxazolyl)methyl] - (CA INDEX 
NAME) 

Absolute stereochemistry. 



RN 705280-73-5 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- [ (3R) -3-amino-l-piperidinyl ] -3- ( 2- 
butyn-l-yl) -3, 5-dihydro-5- [ (l-phenyl-lH-benzimidazol-2-yl)methyl] - (CA 
INDEX NAME) 

Absolute stereochemistry. 



RN 705280-74-6 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- [ (3R) -3-amino-l-piperidinyl] -3- (2- 
butyn-l-yl) -3, 5-dihydro-5- [ (4-methyl-2-benzoxazolyl)methyl] - (CA INDEX 
NAME) 

Absolute stereochemistry. 




0 



Ph 
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RN 705280-75-7 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- [ (3R) -3-amino-l-piperidinyl] -3- (2- 

butyn-l-yl) -3, 5-dihydro-5- [ [5- (trif luoromethyl) -2-benzothiazolyl]methyl] - 
(CA INDEX NAME) 

Absolute Stereochemistry. 




RN 705280-76-8 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- [ (3R) -3-amino-l-piperidinyl ] -3- ( 2- 
butyn-l-yl) -5- [ (5-chloro-2-benzoxazolyl)methyl] -3, 5-dihydro- (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 705280-77-9 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- [ (3R) -3-amino-l-piperidinyl] -3- (2- 
butyn-l-yl) -3, 5-dihydro-5- [ (5-methyl-2-benzoxazolyl)methyl] - (CA INDEX 
NAME) 

Absolute stereochemistry. 
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■Me 



RN 705280-78-0 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- [ (3R) -3-amino-l-piperidinyl] -3- (2- 

butyn-l-yl) -3, 5-dihydro-5- [ [1- (3-pyridinyl) -lH-benzimidazol-2-yl] methyl] - 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN 705280-79-1 HCAPLUS 

CN 4H-Imidazo [4, 5-ciJpyriclazin-4-one, 2-[ ( 3R) -3-amino-l-piper idinyl ] -3- ( 2- 
butyn-l-yl) -5- [ (5, 7-dimethyl-2-benzoxazolyl ) methyl ] -3 , 5-dihydro- (CA 
INDEX NAME) 

Absolute Stereochemistry. 
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AB The title compds. I and II [wherein ring T = (un) substituted heterocyclyl; X = 
(un) substituted alkyl, alkenyl, alkynyl, aryl, heteroaryl, arylalkyl, or 
heteroarylalkyl; Zl and Z2 = independently N or (un) substituted CH; Rl and R2 
= independently H, (un) substituted alkyl, etc.] or salts or hydrates thereof 
are prepared as dipeptidyl peptidase (DPP) IV inhibitors in combination with 
biguanide. For example, the compound III»HC1 was prepared in a multi-step 
synthesis. III»HC1 showed inhibitory activity with IC50 of 0.472 nM against 
DPP IV in pig. I are useful for the treatment of diabetes, obesity, 
hyperlipidemia, gastrointestinal disturbance, etc. 

IT 03>/-' (b e.-^b/l/ 66 ?r ^.I'j'lJ ^^P 
''■•3jr_7 lO 3i' 635/1/ 7s °r 63[.?1/ /6 9P 



RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(drug candidate; preparation of piperazine derivs. as dipeptidyl peptidase 
IV inhibitors) 
RN 635717-65-6 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 3- ( 2-butyn-l-yl ) -3 , 5-dihydro-5-methyl-2- 
(1-piperazinyl)- (CA INDEX NAME) 




RN 635717-66-7 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 3- ( 2-butyn-l-yl ) -3 , 5-dihydro-5-methyl-2- 
(1-piperazinyl)-, 2 , 2 , 2-trif luoroacetate (1:1) (CA INDEX NAME) 

CM 1 

CRN 635717-65-6 
CMF C14 H18 N6 0 




CH2— C— Me 



CM 2 

CRN 76-05-1 
CMF C2 H F3 02 
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F 



F— L— ( 



■ C02H 



RN 635717-68-9 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 3- ( 2-butyn-l-yl ) -3 , 5-dihydro-5- 

[ (phenylmethoxy) methyl] -2- ( 1-piperazinyl ) -, 2,2, 2-trif luoroacetate (1:1) 
(CA INDEX NAME) 

CM 1 

CRN 635717-67-8 
CMF C21 H24 N6 02 



RN 635717-70-3 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 3- ( 2-butyn-l-yl ) -3 , 5-dihydro-2- ( 1- 
piperazinyl)-, 2 , 2 , 2-trif luoroacetate (1:1) (CA INDEX NAME) 

CM 1 

CRN 635717-69-0 
CMF C13 H16 N6 0 




CM 



2 



CRN 76-05-1 
CMF C2 H F3 02 



F 



F— L— ( 



.C02H 
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'CH2— Cs 



•NH 



CM 



2 



CRN 
CMF 



76-05-1 
C2 H F3 02 



F 



F— L— ( 



■ C02H 



RN 635717-75-8 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- (3-amino-l-piperidinyl) -3- (2-butyn-l- 
yl)-3,5-dihydro-5-methyl- (CA INDEX NAME) 



RN 635717-76-9 HCAPLUS 

CN 4H-Imidazo [4, 5-d]pyridazin-4-one, 2- (3-amino-l-piperidinyl) -3- (2-butyn-l- 
yl) -3, 5-dihydro-5-methyl-, 2 , 2 , 2-trif luoroacetate (1:1) (CA INDEX NAME) 

CM 1 

CRN 635717-75-8 
CMF C15 H20 N6 0 





CM 



2 



CRN 



76-05-1 



Page 89 of 235 



us 10/516971 



CMF C2 H F3 02 



F 




RN 635720-48-8 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pYridazin-4-one, 3- ( 2-butyn-l-yl ) -3 , 5-dihydro-2- ( 1- 

piperazinyl)-5-(2-propyn-l-yl)-, 2 , 2 , 2-trif luoroacetate (1:1) (CA INDEX 
NAME) 

CM 1 

CRN 635720-47-7 
CMF C16 H18 N6 0 



RN 635720-64-8 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 3- ( 2-butyn-l-yl ) -3 , 5-dihydro-5- [2- (3- 
methoxyphenyl) -2-oxoethyl] -2- ( 1-piperazinyl ) -, 2,2, 2-trif luoroacetate 
(1:1) (CA INDEX NAME) 

CM 1 

CRN 635720-63-7 
CMF C22 H24 N6 03 




CM 



2 



CRN 76-05-1 
CMF C2 H F3 02 



F 

F— t— ( 
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MeO, 



0 CH2-CE 



C— Me 



[H 



CM 



2 



CRN 76-05-1 
CMF C2 H F3 02 



F 



F— L— ( 



■ C02H 



RN 635720-65-9 HCAPLUS 

CN Benzonitrile, 2- [ [3- ( 2-butyn-l-yl ) -3 , 4-dihydro-4-oxo-2- ( 1-piperazinyl ) -5H- 
imidazo[4,5-d]pyridazin-5-yl]methyl]- (CA INDEX NAME) 



RN 635720-66-0 HCAPLUS 

CN Benzonitrile, 2- [ [3- (2-butyn-l-yl) -3, 4-dihydro-4-oxo-2- ( 1-piperazinyl ) -5H- 
imidazo [4, 5-d]pyridazin-5-yl]methyl] -, 2 , 2 , 2-trif luoroacetate (1:1) (CA 
INDEX NAME) 

CM 1 

CRN 635720-65-9 
CMF C21 H21 N7 0 





CM 



2 



Page 91 of 235 



us 10/516971 



CRN 76-05-1 
CMF C2 H F3 02 



-t— Ci 



RN 635721-30-1 HCAPLUS 

CN Benzonitrile, 2- [ [3- ( 2-butyn-l-yl ) -3 , 4-dihydro-4-oxo-2- ( 1-piperazinyl ) 
imidazo [4, 5-d] pyridazin-5-yl] methyl] -3-f luoro-, 2,2, 2-trif luoroacetate 
(1:1) (CA INDEX NAME) 

CM 1 

CRN 635721-29-8 
CMF C21 H20 F N7 0 




CM 2 

CRN 76-05-1 
CMF C2 H F3 02 



-t— Ci 



RN 635721-54-9 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 3, 5-dihydro-3- (phenylmethyl ) -2- (1- 
piperazinyl)-, 2 , 2 , 2-trif luoroacetate (1:1) (CA INDEX NAME) 

CM 1 

CRN 635721-53-8 
CMF C16 H18 N6 0 
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CNH 



CRN 76-05-1 
CMF C2 H F3 02 



F— L— Ci 



635721-56-1 HCAPLUS 

4H-Imidazo [4, 5-d] pyridazin-4-one, 3, 5-dihydro-5-methyl-3- (phenylmethyl ) -2- 
(1-piperazinyl)-, 2 , 2 , 2-trif luoroacetate (1:1) (CA INDEX NAME) 



CRN 635721-55-0 
CMF C17 H20 N6 0 




CRN 76-05-1 
CMF C2 H F3 02 



F-L 



635721-60-7 HCAPLUS 

4H-Imidazo [4, 5-d] pyridazin-4-one, 

(phenylmethyl ) -2- ( 1 -piper azinyl ) - 



3, 5-dihydro-5- (2-phenylethyl) - 
2, 2, 2-trif luoroacetate (1:1) 
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NAME) 
CM 1 

CRN 635721-59-4 
CMF C24 H26 N6 0 




CM 2 

CRN 76-05-1 
CMF C2 H F3 02 

F 

F— t— C02H 

RN 635722-02-0 HCAPLUS 

CN IH-Imidazo [4, 5-d] pyridazine-4-carboxamide, 1- ( 2-butyn-l-yl ) -6, 7-dihydro-6- 
methyl-7-oxo-2- (1-piperazinyl) -, 2 , 2 , 2-trif luoroacetate (1:1) (CA INDEX 
NAME) 

CM 1 

CRN 635722-01-9 
CMF C15 H19 N7 02 




CM 2 

CRN 76-05-1 
CMF C2 H F3 02 
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F— t— CO2H 



RN 635722-43-9 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 3- ( 2-butyn-l-yl ) -3 , 5-dihydro-5-methyl-2- 
(1-piperazinyl) -, 4-methylbenzenesulf onate (1:1) (CA INDEX NAME) 

CM 1 

CRN 635717-65-6 
CMF C14 H18 N6 0 




CNH 

CH2— C^= C— Me 



CM 2 

CRN 104-15-4 
CMF C7 H8 03 S 




IT 635722-47-3P 635722-78-OP 635723-01-2P 

635723--02--3P 635723-03-4P 635723--14-7P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 

(Reactant or reagent) 

(intermediate; preparation of piperazine derivs. as dipeptidyl peptidase IV 

inhibitors ) 
RN 635722-47-3 HCAPLUS 

CN 1-Piperazinecarboxylic acid, 4- [ 1- ( 2-butyn-l-yl ) -6 , 7-dihydro-6-methyl-7- 
oxo-lH-imidazo [4, 5-d]pyridazin-2-yl] -, 1 , 1-dimethylethyl ester (CA INDEX 
NAME) 
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RN 635722-78-0 HCAPLUS 

CN 1-Piperazinecarboxylic acid, 4- [ 1- ( 2-butyn-l-yl ) -6 , 7-dihydro-7-oxo-6- 
[ (phenylmethoxy) methyl] -IH-imidazo [4, 5-d] pyridazin-2-yl] -, 
1, 1-dimethylethyl ester (CA INDEX NAME) 




RN 635723-01-2 HCAPLUS 

CN 1-Piperazinecarboxylic acid, 4- [1- (2-butyn-l-yl) -6, 7-dihydro-V-oxo-lH- 

imidazo [4, 5-d]pyridazin-2-yl] -, 1 , 1-dimethylethyl ester (CA INDEX NAME) 



„i jL_r 



O" 



RN 635723-02-3 HCAPLUS 

CN 1-Piperazinecarboxylic acid, 4- [ 6 , 7-dihydro-7-oxo-6- 

[ (phenylmethoxy) methyl] -1- (phenylmethyl ) -IH-imidazo [4, 5-d] pyridazin-2-yl ] - 
, 1, 1-dimethylethyl ester (CA INDEX NAME) 
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RN 635723-03-4 HCAPLUS 

CN 1-Piperazinecarboxylic acid, 4- [6, 7-dihydro-7-oxo-l- (phenylmethyl) -IH- 

imidazo[4,5-d]pyridazin-2-yl]-, 1 , 1-dimethylethyl ester (CA INDEX NAME) 



o 




RN 635723-14-7 HCAPLUS 

CN 1-Piperazinecarboxylic acid, 4- [4- (aminocarbonyl) -1- (2-butyn-l-yl) -6, 7- 
dihydro-6 -methyl- 7-oxo-lH-imidazo [4, 5-d] pyridazin-2-yl] -, 
1, 1-dimethylethyl ester (CA INDEX NAME) 
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(?) 



The title compds. I [wherein Tl is an optionally substituted, monocyclic or 
bicyclic, 4- to 12 -member ed, heterocyclic group containing one or two nitrogen 
atoms in the ring; X is optionally substituted Cl-6 alkyl, etc.; Zl and Z2 
each independently is nitrogen, CR2 ; and Rl and R2 each independently is 
hydrogen, optionally substituted Cl-6 alkyl, optionally substituted Cl-6 
alkoxy, etc.] are prepared Compds. of this invention in vitro showed IC50 
values of 0.001 )iM to 1.48 against dipeptidylpeptidase IV. 
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6^2 
'S 7 



0 Q p 



?1 dU 1 f 1 P f S / 64 

5 /I ^ 6 1) I H<.< -liP 54 -iF 

5 /I 5 6 1) I 9 i F 54 9F 

•3 > 1 o IP 6 UU »!: 3 .;2 Ui 

6 4 2 U6 L :! ^2 4-^ y 
RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(preparation of purinone derivs. as dipeptidylpeptidase IV inhibitors 
635717-65-6 HCAPLUS 

4H-Imidazo [4, 5-d] pyridazin-4-one, 3- ( 2-butyn-l-yl ) -3, 5-dihydro-5-methyl- 
(1-piperazinyl)- (CA INDEX NAME) 




RN 635717-66-7 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 3- ( 2-butyn-l-yl ) -3 , 5-dihydro-5-methyl-2- 
(1-piperazinyl)-, 2 , 2 , 2-trif luoroacetate (1:1) (CA INDEX NAME) 

CM 1 

CRN 635717-65-6 
CMF C14 H18 N6 0 
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CM 



2 



CRN 76-05-1 
CMF C2 H F3 02 



F 



F— t— ( 



■ C02H 



RN 635717-68-9 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 3- ( 2-butyn-l-yl ) -3 , 5-dihydro-5- 

[ (phenylmethoxy) methyl] -2- ( 1 -piper az inyl ) -, 2,2, 2-trif luoroacetate (1:1) 
(CA INDEX NAME) 

CM 1 

CRN 635717-67-8 
CMF C21 H24 N6 02 



RN 635717-70-3 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 3- ( 2-butyn-l-yl ) -3 , 5-dihydro-2- ( 1- 
piperazinyl) -, 2 , 2 , 2-trif luoroacetate (1:1) (CA INDEX NAME) 

CM 1 

CRN 635717-69-0 
CMF C13 H16 N6 0 




CM 



2 



CRN 76-05-1 
CMF C2 H F3 02 



F 
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^r;Ho_r;= 



•CH2— C= 



H 



CM 



2 



CRN 
CMF 



76-05-1 
C2 H F3 02 



F 



F— t— ( 



■C02H 



RN 635717-76-9 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- (3-amino-l-piperidinyl) -3- (2-butyn-l- 
yl) -3, 5-dihydro-5-methyl-, 2 , 2 , 2-trif luoroacetate (1:1) (CA INDEX NAME) 

CM 1 

CRN 635717-75-8 
CMF C15 H20 N6 0 




CM 



2 



CRN 
CMF 



76-05-1 
C2 H F3 02 



F 




■C02H 



RN 



635717-79-2 HCAPLUS 
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CN 4H-Imidazo [4, 5-d] pYridazin-4-one, 2- (3-amino-l-piperidinyl) -3, 5-dihydro-5- 
methyl-3-(3-methyl-2-buten-l-yl)-, 2 , 2 , 2-trif luoroacetate (1:1) (CA INDEX 
NAME) 

CM 1 

CRN 635717-78-1 
CMF C16 H24 N6 0 




CM 2 

CRN 76-05-1 
CMF C2 H F3 02 



F 

F— t— C02H 



RN 635720-48-8 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 3- ( 2-butyn-l-yl ) -3 , 5-dihydro-2- ( 1- 

piperazinyl) -5- (2-propyn-l-yl) -, 2 , 2 , 2-trif luoroacetate (1:1) (CA INDEX 
NAME) 

CM 1 

CRN 635720-47-7 
CMF C16 H18 N6 0 




CM 2 

CRN 76-05-1 
CMF C2 H F3 02 
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F— t— CO2H 



RN 635720-50-2 HCAPLUS 

CN 5H-Imidazo [4, 5-d] pyridazine-5-acetonitrile, 3- ( 2-butyn-l-yl ) -3, 4-dihydro-4- 
0x0-2- (1-piperazinyl)-, 2 , 2 , 2-trif luoroacetate (1:1) (CA INDEX NAME) 

CM 1 

CRN 635720-49-9 
CMF C15 H17 N7 0 




CM 2 

CRN 76-05-1 
CMF C2 H F3 02 




RN 635720-52-4 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 3- ( 2-butyn-l-yl ) -3 , 5-dihydro-5- ( 2- 

hydroxyethyl) -2- (1-piperazinyl) -, 2 , 2 , 2-trif luoroacetate (1:1) (CA INDEX 
NAME) 

CM 1 

CRN 635720-51-3 
CMF C15 H20 N6 02 



HO— CH2— CffS^ 
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CM 



2 



CRN 76-05-1 
CMF C2 H F3 02 



F 



F— t— ( 



■ C02H 



RN 635720-54-6 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 3- ( 2-butyn-l-yl ) -3 , 5-dihydro-5- ( 2- 

methoxyethyl) -2- (1-piperazinyl) -, 2 , 2 , 2-trif luoroacetate (1:1) (CA INDEX 

NAME) 

CM 1 

CRN 635720-53-5 
CMF C16 H22 N6 02 



RN 635720-56-8 HCAPLUS 

CN 5H-Imidazo [4, 5-d]pyridazine-5-acetic acid, 3- ( 2-butynyl ) -3 , 4-dihydro-4-oxo- 
2- (1-piperazinyl) -, ethyl ester, mono (trif luoroacetate) (9CI) (CA INDEX 
NAME) 

CM 1 

CRN 635720-55-7 




CM 



2 



CRN 76-05-1 
CMF C2 H F3 02 



F 
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CMF C17 H22 N6 03 



EtO- 




CM 



2 



CRN 76-05-1 
CMF C2 H F3 02 



F 



F— t— ( 



■ C02H 



RN 635720-58-0 HCAPLUS 

CN 4H-Imiclazo [4, 5-d] pyridazin-4-one, 3- ( 2-butyn-l-yl ) -3 , 5-dihydro-5- ( 2- 

phenylethyl) -2- (1-piperazinyl) -, 2 , 2 , 2-trif luoroacetate (1:1) (CA INDEX 

NAME) 

CM 1 

CRN 635720-57-9 
CMF C21 H24 N6 0 



Ph— CH2— 0112' 




iC— Me 



CM 



2 



CRN 76-05-1 
CMF C2 H F3 02 



F 



F-L, 
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RN 635720-60-4 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 3- ( 2-butyn-l-yl ) -3 , 5-dihydro-5- ( 2- 

phenoxyethyl)-2-(l-piperazinyl)-, 2 , 2 , 2-trif luoroacetate (1:1) (CA INDEX 
NAME) 

CM 1 

CRN 635720-59-1 
CMF C21 H24 N6 02 




CM 2 

CRN 76-05-1 
CMF C2 H F3 02 



F 

F— t— C02H 



RN 635720-62-6 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 3- ( 2-butyn-l-yl ) -3 , 5-dihydro-5- ( 2-oxo-2- 
phenylethyl) -2- (1-piperazinyl) -, 2 , 2 , 2-trif luoroacetate (1:1) (CA INDEX 
NAME) 

CM 1 

CRN 635720-61-5 
CMF C21 H22 N6 02 




CM 2 

CRN 76-05-1 
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CMF C2 H F3 02 



F 




RN 635720-64-8 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pYridazin-4-one, 3- ( 2-butyn-l-yl ) -3 , 5-dihydro-5- [2- (3- 
methoxyphenyl ) -2-oxoethyl] -2- ( 1-piperazinyl ) -, 2,2, 2-trif luoroacetate 
(1:1) (CA INDEX NAME) 

CM 1 

CRN 635720-63-7 
CMF C22 H24 N6 03 



RN 635720-66-0 HCAPLUS 

CN Benzonitrile, 2- [ [3- (2-butyn-l-yl) -3, 4-dihydro-4-oxo-2- ( 1-piperazinyl ) -5H- 
imidazo [4, 5-d]pyridazin-5-yl]methyl] -, 2 , 2 , 2-trif luoroacetate (1:1) (CA 
INDEX NAME) 

CM 1 

CRN 635720-65-9 
CMF C21 H21 N7 0 




CH2— C— Me 



CM 



2 



CRN 76-05-1 
CMF C2 H F3 02 



F 

F— t— ( 
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CM 2 

CRN 76-05-1 
CMF C2 H F3 02 



F 

F— L— C02H 



RN 635720-68-2 HCAPLUS 

CN 4H-Imidazo [4, 5-d]pyridazin-4-one, 3- ( 2-butyn-l-yl ) -3 , 5-dihydro-2- ( 1- 
piperazinyl) -5- [ [2- (trif luoromethyl)phenyl]methyl] -, 2,2,2- 
trifluoroacetate (1:1) (CA INDEX NAME) 

CM 1 

CRN 635720-67-1 
CMF C21 H21 F3 N6 0 




CM 2 

CRN 76-05-1 
CMF C2 H F3 02 

F 

F— t— CO2H 

RN 635720-70-6 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pYridazin-4-one, 3- ( 2-butyn-l-yl ) -3 , 5-dihydro-2- ( 1- 
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piperazinyl) -5- [ [3- (trif luoromethyl)phenyl]methyl] -, 2,2,2- 
trifluoroacetate (1:1) (CA INDEX NAME) 



CRN 635720-69-3 
CMF C21 H21 F3 N6 0 



CRN 76-05-1 
CMF C2 H F3 02 



F-L 



RN 635720-72-8 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 3- ( 2-butyn-l-yl ) -3 , 5-dihydro-5- [ (2- 

nitrophenyl)methyl] -2- (1-piperazinyl) -, 2 , 2 , 2-trif luoroacetate (1:1) (CA 
INDEX NAME) 

CM 1 

CRN 635720-71-7 
CMF C20 H21 N7 03 



CH2 — C— Me 



CRN 76-05-1 
CMF C2 H F3 02 
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F— [::— CI 



635720-74-0 HCAPLUS 

Benzonitrile, 3- [ [3- ( 2-butyn-l-yl ) -3, 4-dihydro-4-oxo-2- ( 1-piperazinyl ) -5H- 
imidazo [4, 5-d]pyridazin-5-yl]methyl] -, 2 , 2 , 2-trif luoroacetate (1:1) (CA 
INDEX NAME) 

CM 1 

CRN 635720-73-9 
CMF C21 H21 N7 0 



jrO» 



CRN 76-05-1 
CMF C2 H F3 02 



F— t— Ci 



635720-76-2 HCAPLUS 

Benzonitrile, 4- [ [3- ( 2-butyn-l-yl ) -3 , 4-dihydro-4-oxo-2- ( 1-piperazinyl ) -5H- 
imidazo [4, 5-d]pyridazin-5-yl]methyl] -, 2 , 2 , 2-trif luoroacetate (1:1) (CA 
INDEX NAME) 

CM 1 

CRN 635720-75-1 
CMF C21 H21 N7 0 



CH2 — C^= C— Me 
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CM 



2 



CRN 76-05-1 
CMF C2 H F3 02 



F 



F— t— ( 



■ C02H 



RN 635720-78-4 HCAPLUS 

CN Benzoic acid, 3- [ [ 3- ( 2-butynyl ) -3 , 4-dihydro-4-oxo-2- ( 1-piperazinyl ) -5H- 
imidazo [ 4, 5-d] pyridazin-5-yl ] methyl] -, methyl ester, 
mono (trifluoroacetate) (9CI) (CA INDEX NAME) 

CM 1 

CRN 635720-77-3 
CMF C22 H24 N6 03 



0 0 CH2— C^C— Me 



RN 635720-80-8 HCAPLUS 

CN Benzoic acid, 4- [ [3- (2-butynyl) -3, 4-dihydro-4-oxo-2- (1-piperazinyl) -5H- 
imidazo [4, 5-d]pyridazin-5-yl]methyl] -, methyl ester, 
mono (trifluoroacetate) (9CI) (CA INDEX NAME) 

CM 1 

CRN 635720-79-5 




CM 



2 



CRN 76-05-1 
CMF C2 H F3 02 



F 
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CMF C22 H24 N6 03 



O 




CM 2 

CRN 76-05-1 
CMF C2 H F3 02 

F 

F— t— C02H 

RN 635720-82-0 HCAPLUS 

CN 2-Furancarboxylic acid, 5- [ [ 3- ( 2-butyn-l-yl ) -3 , 4-dihydro-4-oxo-2- ( 1- 
piperazinyl) -5H-imidazo [4, 5-d] pyridazin-5-yl ] methyl ] -, ethyl ester, 
2, 2, 2-trifluoroacetate (1:1) (CA INDEX NAME) 

CM 1 

CRN 635720-81-9 
CMF C21 H24 N6 04 




CM 2 

CRN 76-05-1 
CMF C2 H F3 02 



F 

F— L— C02H 
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RN 635720-84-2 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 3- ( 2-butyn-l-yl ) -3 , 5-dihydro-5- [2- (2- 

nitrophenyl) -2-oxoethyl] -2- ( 1-piperazinyl ) -, 2,2, 2-trif luoroacetate (1:1) 
(CA INDEX NAME) 

CM 1 

CRN 635720-83-1 
CMF C21 H21 N7 04 



RN 635720-86-4 HCAPLUS 

CN Benzonitrile, 4- [2- [3- ( 2-butyn-l-yl ) -3 , 4-dihydro-4-oxo-2- ( 1-piperazinyl ) - 
5H-imidazo [4, 5-d] pyridazin-5-yl] acetyl] -, 2,2, 2-trif luoroacetate (1:1) 
(CA INDEX NAME) 

CM 1 

CRN 635720-85-3 
CMF C22 H21 N7 02 




CM 



2 



CRN 76-05-1 
CMF C2 H F3 02 



F 



F— t— ( 



.C02H 



NC. 




CH2— C^= C— Me 



CM 



2 
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CRN 76-05-1 
CMF C2 H F3 02 



F— t— Ci 



635720-88-6 HCAPLUS 

4H-Imidazo [4, 5-d] pyridazin-4-one, 3- ( 2-butyn-l-yl ) -3 , 5-dihydro-5- [2- (4- 
methoxyphenyl) -2-oxoethyl] -2- ( 1-piperazinyl ) -, 2,2, 2-trif luoroacetate 
(1:1) (CA INDEX NAME) 

CM 1 

CRN 635720-87-5 
CMF C22 H24 N6 03 



.0 0 ^nz-^=^-L-it 



CRN 76-05-1 
CMF C2 H F3 02 



F— t— Ci 



635720-90-0 HCAPLUS 

4H-Imidazo [4, 5-d] pyridazin-4-one, 3- ( 2-butyn-l-yl) -3 , 5-dihydro-5- [2- (2- 
methoxyphenyl ) -2-oxoethyl] -2- (1-piperazinyl) -, 2,2, 2-trif luoroacetate 
(1:1) (CA INDEX NAME) 

CM 1 

CRN 635720-89-7 
CMF C22 H24 N6 03 
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ex 



CH2 — C^= C— Me 



11 IT 



O-IH 



CRN 76-05-1 
CMF C2 H F3 02 



F— L— Ci 



635720-92-2 HCAPLUS 

Benzoic acid, 4- [2- [3- ( 2-butyn-l-yl ) -3 , 4-dihydro-4-oxo-2- ( 1-piperazinyl ) - 
5H-imiclazo [4, 5-d]pyridazin-5-yl] ethyl] -, 2 , 2 , 2-trif luoroacetate (1:1) (CA 

INDEX NAME) 

CM 1 

CRN 635720-91-1 
CMF C22 H24 N6 03 



CH2— C^= C— Me 



CRN 76-05-1 
CMF C2 H F3 02 



635720-94-4 HCAPLUS 
4H-Imidazo [4, 5-d]pyridaz. 



-4-one, 3- (2-butyn-l-yl) -3, 5-dihydro-2- (1- 



Pagell5of235 



us 10/516971 



piperazinyl) -5- (2-pYridinylmethyl) -, 2 , 2 , 2-trif luoroacetate (1:2) (CA 
INDEX NAME) 

CM 1 

CRN 635720-93-3 
CMF C19 H21 N7 0 



RN 635720-96-6 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 3- ( 2-butyn-l-yl ) -3 , 5-dihydro-2- ( 1- 

piperazinyl) -5- (3-pyridinylmethyl) -, 2 , 2 , 2-trif luoroacetate (1:2) (CA 
INDEX NAME) 

CM 1 

CRN 635720-95-5 
CMF C19 H21 N7 0 




CM 



2 



CRN 76-05-1 
CMF C2 H F3 02 



F 

F— L— ( 




CM 



2 



CRN 76-05-1 
CMF C2 H F3 02 
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-I::— CI 



RN 635720-98-8 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 3- ( 2-butyn-l-yl ) -3 , 5-dihydro-2- ( 1- 

piperazinyl)-5-(4-pyridinylmethyl)-, 2 , 2 , 2-trif luoroacetate (1:2) (CA 
INDEX NAME) 

CM 1 

CRN 635720-97-7 
CMF C19 H21 N7 0 




CRN 76-05-1 
CMF C2 H F3 02 



F— t— Ci 



635721-00-5 HCAPLUS 

4H-Imidazo [4, 5-d] pyridazin-4-one, 3- ( 2-butyn-l-yl ) -3 , 5-dihydro-5- [2-oxo-2- 
(2-pyridinyl)ethyl]-2-(l-piperazinyl)-, 2 , 2 , 2-trif luoroacetate (1:2) (CA 
INDEX NAME) 

CM 1 



CRN 635720-99-9 
CMF C20 H21 N7 02 
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CRN 76-05-1 
CMF C2 H F3 02 



F— t— Ci 



635721-02-7 HCAPLUS 

4H-Imidazo [4, 5-d] pyridazin-4-one, 3- ( 2-butyn-l-yl ) -3 , 5-dihydro-5- [2-oxo-2- 
(3-pyridinyl) ethyl] -2- (1-piperazinyl) -, 2 , 2 , 2-trif luoroacetate (1:2) (CA 

INDEX NAME) 

CM 1 

CRN 635721-01-6 
CMF C20 H21 N7 02 




CRN 76-05-1 
CMF C2 H F3 02 



635721-04-9 HCAPLUS 

4H-Imidazo [4, 5-d]pyridazin-4-one, 3- ( 2-butyn-l-yl ) -3 , 5-dihydro-5- [ 2-oxo-2- 
(4-pyridinyl) ethyl] -2- (1-piperazinyl) -, 2 , 2 , 2-trif luoroacetate (1:2) (CA 
INDEX NAME) 

CM 1 

CRN 635721-03-8 
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CMF C20 H21 N7 02 



0 CH2— C^C— Me 



CH2— C— Me 



CM 



2 



CRN 
CMF 



76-05-1 
C2 H F3 02 



F 



F— t— ( 



■ C02H 



RN 635721-06-1 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 3- ( 2-butyn-l-yl ) -3 , 5-dihydro-5- [ (2- 
methoxy-3-pyridinyl ) methyl] -2- ( 1 -piper az inyl ) -, 2,2, 2-trif luoroacetate 
(1:1) (CA INDEX NAME) 

CM 1 

CRN 635721-05-0 
CMF C20 H23 N7 02 




CH2— C^= C— Me 



CM 



2 



CRN 
CMF 



76-05-1 
C2 H F3 02 



F 



F-L, 
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RN 635721-08-3 HCAPLUS 

CN 3-Pyridinecarboxylic acid, 6- [ [3- ( 2-butyn-l-yl ) -3 , 4-dihydro-4-oxo-2- ( 1- 
piperazinyl) -5H-imidazo [4, 5-d] pyridazin-5-yl ] methyl ] -, methyl ester, 
2, 2, 2-trifluoroacetate (1:2) (CA INDEX NAME) 

CM 1 

CRN 635721-07-2 
CMF C21 H23 N7 03 



O 




CM 2 

CRN V6-0b-l 
CMF C2 H F3 02 



F 

F— t— C02H 



RN 635721-10-7 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 5- [ (6-amino-3-pyridinyl)methyl] -3- (2- 
butyn-l-yl) -3, 5-dihydro-2- ( 1-piperazinyl ) -, 2,2, 2-trifluoroacetate (1:1) 
(CA INDEX NAME) 

CM 1 

CRN 635721-09-4 
CMF C19 H22 N8 0 




CM 2 
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CRN 76-05-1 
CMF C2 H F3 02 



-t— Ci 



RN 635721-12-9 HCAPLUS 

CN Benzamide, 4- [ [3- ( 2-butyn-l-yl ) -3 , 4-dihydro-4-oxo-2- ( 1-piperazinyl ) -5H- 
imidazo [ 4, 5-d] pyridazin-5-yl] methyl] -3-cyano-5-ethoxy-N-methyl-, 
2, 2, 2-trifluoroacetate (1:1) (CA INDEX NAME) 

CM 1 

CRN 635721-11-8 
CMF C25 H28 NB 03 




CM 2 

CRN 76-05-1 
CMF C2 H F3 02 



-t— C02H 



RN 635721-14-1 HCAPLUS 

CN Benzamide, 4- [ [3- ( 2-butyn-l-yl ) -3 , 4-dihydro-4-oxo-2- ( 1-piperazinyl ) -5H- 
imidazo [4, 5-d] pyridazin-5-yl] methyl] -3, 5-dicyano-N-methyl-, 
2, 2, 2-trifluoroacetate (1:1) (CA INDEX NAME) 

CM 1 

CRN 635721-13-0 
CMF C24 H23 N9 02 
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CM 2 



CRN 76-05-1 
CMF C2 H F3 02 



-L— C02H 



RN 635721-16-3 HCAPLUS 

CN Benzamide, 4- [ [ 3- ( 2-butyn-l-yl ) -3 , 4-dihYdro-4-oxo-2- ( 1-piperazinyl) -5H- 
imidazo I 4, 5-d] pyridazin-5-yl] methyl] -3-cyano-5-f luoro-N-methyl-, 
2, 2, 2-trifluoroacetate (1:1) (CA INDEX NAME) 



CM 1 



CRN 635721-15-2 
CMF C23 H23 F N8 02 



O 




CM 2 



CRN 76-05-1 
CMF C2 H F3 02 



-L— ci 
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RN 635721-18-5 HCAPLUS 

CN Benzamide, 4- [ [3- ( 2-butyn-l-yl ) -3 , 4-dihydro-4-oxo-2- ( 1-piperazinyl ) -5H- 
imidazo [4, 5-d] pyridazin-5-yl] methyl] -5-cyano-2-ethoxy-N-methyl-, 
2, 2, 2-trifluoroacetate (1:1) (CA INDEX NAME) 

CM 1 

CRN 635721-17-4 
CMF C25 H28 N8 03 



O 




CM 2 

CRN 76-05-1 
CMF C2 H F3 02 



F 

F— L— C02H 



RN 635721-21-0 HCAPLUS 

CN Benzonitrile, 5- [ [3- (2-butyn-l-yl) -3, 4-dihydro-4-oxo-2- (1-piperazinyl) - 
imidazo [4, 5-d] pyridazin-5-yl] methyl] -2-f luoro-, 2,2, 2-trifluoroacetate 
(1:1) (CA INDEX NAME) 

CM 1 

CRN 635721-20-9 
CMF C21 H20 F N7 0 



CN 

P I 0 CH2-C^C-Me 



CM 2 

CRN 76-05-1 
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CMF C2 H F3 02 



F-L 



RN 635721-24-3 HCAPLUS 

CN Benzonitrile, 2- [ [3- ( 2-butyn-l-yl ) -3 , 4-dihydro-4-oxo-2- ( 1-piperazinyl ) -5H- 
imidazo [4, 5-d] pyridazin-5-yl] methyl] -5-f luoro-, 2,2, 2-trif luoroacetate 
(1:1) (CA INDEX NAME) 

CM 1 

CRN 635721-23-2 
CMF C21 H20 F N7 0 



CH2— C— Me 



CRN 76-05-1 
CMF C2 H F3 02 



F-L 



635721-27-6 HCAPLUS 

Benzonitrile, 4- [ [3- (2-butyn-l-yl) -3, 4-dihydro-4-oxo-2- (1-piperazinyl) -. 
imidazo [4, 5-d] pyridazin-5-yl] methyl] -3-f luoro-, 2,2, 2-trif luoroacetate 
(1:1) (CA INDEX NAME) 

CM 1 



CRN 635721-26-5 
CMF C21 H20 F N7 > 
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jrO» 



CRN 76-05-1 
CMF C2 H F3 02 



F— L— Ci 



635721-30-1 HCAPLUS 

Benzonitrile, 2- [ [ 3- ( 2-butyn-l-yl ) -3 , 4-dihydro-4-oxo-2- ( 1-piperazinyl ) 
imidazo [4, 5 -d ] pyr Ida zin-5-yl] methyl] -3-f luoro-, 2,2, 2-trif luoroacetate 
(1:1) (CA INDEX NAME) 

CM 1 

CRN 635721-29-8 
CMF C21 H20 F N7 0 



0 CH2— C^=C— Me 



CRN 76-05-1 
CMF C2 H F3 02 



635721-32-3 HCAPLUS 

4H-Imidazo [4, 5-d]pyridazin-4-one, 3- ( 2-butyn-l-yl ) -3 , 5-dihydro-5- ( 1- 
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isoquinolinylmethyl) -2- (l-piperazinyl) -, 2 , 2 , 2-trif luoroacetate (1:1) (CA 
INDEX NAME) 

CM 1 

CRN 635721-31-2 
CMF C23 H23 N7 0 



RN 635721-34-5 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 3- ( 2-butyn-l-yl ) -5- [ (2-f luoro-3- 

pyridinyl) methyl] -3, 5-dihydro-2- ( l-piperazinyl ) -, 2,2, 2-trif luoroacetate 
(1:1) (CA INDEX NAME) 

CM 1 

CRN 635721-33-4 
CMF C19 H20 F N7 0 




CM 



2 



CRN 76-05-1 
CMF C2 H F3 02 





CM 



2 



CRN 76-05-1 
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CMF C2 H F3 02 



F 




RN 635721-36-7 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 3- ( 2-butyn-l-yl ) -5- [ (2-f luoro-4- 

pyridinyl) methyl] -3, 5-dihydro-2- ( 1-piperazinyl ) -, 2,2, 2-trif luoroacetate 
(1:1) (CA INDEX NAME) 

CM 1 

CRN 635721-35-6 
CMF C19 H20 F N7 0 



RN 635721-38-9 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 3- ( 2-butyn-l-yl ) -5- [ (6-f luoro-2- 

pyridinyl) methyl] -3, 5-dihydro-2- ( 1-piperazinyl ) -, 2,2, 2-trif luoroacetate 
(1:1) (CA INDEX NAME) 

CM 1 

CRN 635721-37-8 
CMF C19 H20 F N7 0 




CH2— C— Me 



CM 



2 



CRN 76-05-1 
CMF C2 H F3 02 



F 

F— t— ( 
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F 




:C— Me 



■NH 



CM 



2 



CRN 76-05-1 
CMF C2 H F3 02 



F 



F— L— ( 



■ C02H 



RN 635721-41-4 HCAPLUS 

CN Benzamide, 2- [ [3- (2-butyn-l-yl) -3, 4-dihydro-4-oxo-2- ( 1-piperazinyl ) -5H- 
imidazo [ 4, 5-d] pyridazin-5-yl] methyl] -, 2 , 2 , 2-trif luoroacetate (1:1) (CA 

INDEX NAME) 

CM 1 

CRN 635721-40-3 
CMF C21 H23 N7 02 



O 




CM 



2 



CRN 76-05-1 
CMF C2 H F3 02 



F 



F— L— ( 



.C02H 



RN 



635721-44-7 HCAPLUS 
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Benzamide, 3- [ [3- (2-butyn-l-yl) -3, 4-dihydro-4-oxo-2- ( 1-piperazinyl ) -5H- 
imidazo [4, 5-d]pyridazin-5-yl]methyl] -, 2 , 2 , 2-trif luoroacetate (1:1) (CA 
INDEX NAME) 



CRN 635721-43-6 
CMF C21 H23 N7 02 



CH2— C^= C— Me 



CM 2 

CRN 76-05-1 
CMF C2 H F3 02 



-t— Ci 



RN 635721-46-9 HCAPLUS 

CN Benzamide, 4- [ [3- ( 2-butyn-l-yl ) -3 , 4-dihydro-4-oxo-2- ( 1-piperazinyl ) -5H- 
imidazo [4, 5-d]pyridazin-5-yl]methyl] -, 2 , 2 , 2-trif luoroacetate (1:1) (CA 
INDEX NAME) 

CM 1 

CRN 635721-45-8 
CMF C21 H23 N7 02 



O 




CM 2 

CRN 76-05-1 
CMF C2 H F3 02 
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F— L— CI 



635721-48-1 HCAPLUS 

Benzoic acid, 3- [ [3- ( 2-butyn-l-yl ) -3, 4-dihydro-4-oxo-2- ( 1-piperazinyl ) -5H- 
imidazo [4, 5-d]pyridazin-5-yl]methyl] -, 2 , 2 , 2-trif luoroacetate (1:1) (CA 
INDEX NAME) 

CM 1 

CRN 635721-47-0 
CMF C21 H22 N6 03 



CH2— C^= C— Me 



CRN 76-05-1 
CMF C2 H F3 02 



F— L— C02H 



635721-50-5 HCAPLUS 

Benzoic acid, 4- [ [3- (2-butyn-l-yl) -3, 4-dihydro-4-oxo-2- ( 1-piperazinyl ) -5H- 
imidazo [4, 5-d]pyridazin-5-yl]methyl] -, 2 , 2 , 2-trif luoroacetate (1:1) (CA 

INDEX NAME) 

CM 1 

CRN 635721-49-2 
CMF C21 H22 N6 03 
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CH2— C^= C— Me 



CRN 76-05-1 
CMF C2 H F3 02 



F— L— Ci 



635721-52-7 HCAPLUS 

2-Furancarboxylic acid, 5- [ [ 3- ( 2-butyn-l-Yl ) -3 , 4-dihydro-4-oxo-2- ( 1- 
piperazinyl) -5H-imidazo [4, 5-d]pyridazin-5-yl]methyl] -, 
2, 2, 2-trifluoroacetate (1:1) (CA INDEX NAME) 

CM 1 

CRN 635721-51-6 
CMF C19 H20 N6 04 




CRN 76-05-1 
CMF C2 H F3 02 



635721-54-9 HCAPLUS 
4H-Imidazo [4, 5-d]pyridaz. 



-4-one, 3 , 5-dihydro-3- (phenylmethyl ) -2- ( 1- 
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piperazinyl) -, 2 , 2 , 2-trif luoroacetate (1:1) (CA INDEX NAME) 
CM 1 

CRN 635721-53-8 
CMF C16 H18 N6 0 




CM 2 

CRN 76-05-1 
CMF C2 H F3 02 

F 

F— t— C02H 

RN 635721-56-1 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 3, 5-dihydro-5-methyl-3- (phenylmethyl ) -2- 
(1-piperazinyl)-, 2 , 2 , 2-trif luoroacetate (1:1) (CA INDEX NAME) 

CM 1 

CRN 635721-55-0 
CMF C17 H20 N6 0 




CM 2 

CRN 76-05-1 
CMF C2 H F3 02 
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-I::— CI 



RN 635721-58-3 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 3, 5-dihydro-5- ( 2-oxo-2-phenylethyl ) -3- 

(phenylmethyl) -2- (1-piperazinyl) -, 2 , 2 , 2-trif luoroacetate (1:1) (CA INDEX 
NAME) 

CM 1 

CRN 635721-57-2 
CMF C24 H24 N6 02 




CM 2 

CRN 76-05-1 
CMF C2 H F3 02 




RN 635721-60-7 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 3, 5-dihydro-5- ( 2-phenylethyl ) -3- 

(phenylmethyl) -2- (1-piperazinyl) -, 2 , 2 , 2-trif luoroacetate (1:1) (CA INDEX 
NAME) 

CM 1 

CRN 635721-59-4 
CMF C24 H26 N6 0 



Page 133 of 235 



us 10/516971 



CM 



2 



CRN 76-05-1 
CMF C2 H F3 02 



F 



F— t— ( 



■ C02H 



RN 635721-62-9 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 3, 5-dihydro-5- ( 2-phenoxyethyl ) -3- 

(phenylmethyl) -2- (1-piperazinyl) -, 2 , 2 , 2-trif luoroacetate (1:1) (CA INDEX 

NAME) 

CM 1 

CRN 635721-61-8 
CMF C24 H26 N6 02 



RN 635721-64-1 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 3 , 5-dihydro-3- (phenylmethyl ) -2- ( 1- 

piperazinyl) -5- (2-propyn-l-yl) -, 2 , 2 , 2-trif luoroacetate (1:1) (CA INDEX 
NAME) 

CM 1 

CRN 635721-63-0 




CM 



2 



CRN 76-05-1 
CMF C2 H F3 02 



F 
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CMF C19 H20 N6 0 




HC^ C— CH'2' 



CM 



2 



CRN 76-05-1 
CMF C2 H F3 02 



F 



F— t— ( 



■ C02H 



RN 635721-66-3 HCAPLUS 

CN SH-Imidazo [4, 5-d] pyridazine-5-acetonitrile, 3, 4-dihydro-4-oxo-3- 

(phenylmethyl) -2- (1-piperazinyl) -, 2 , 2 , 2-trif luoroacetate (1:1) (CA INDEX 

NAME) 

CM 1 

CRN 635721-65-2 
CMF C18 H19 N7 0 




CM 



2 



CRN 
CMF 



76-05-1 
C2 H F3 02 



F 



F-L, 
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RN 635721-68-5 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 3 , 5-dihydro-5- ( 2-hydroxyethyl ) -3- 

(phenylmethyl)-2-(l-piperazinyl)-, 2 , 2 , 2-trif luoroacetate (1:1) (CA INDEX 
NAME) 

CM 1 

CRN 635721-67-4 
CMF C18 H22 N6 02 




CM 2 

CRN 76-05-1 
CMF C2 H F3 02 



F 

F— t— C02H 



RN 635721-70-9 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 3, 5-dihydro-5- ( 2-methoxyethyl ) -3- 

(phenylmethyl) -2- (1-piperazinyl) -, 2 , 2 , 2-trif luoroacetate (1:1) (CA INDEX 
NAME) 

CM 1 

CRN 635721-69-6 
CMF C19 H24 N6 02 




CM 2 

CRN 76-05-1 
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CMF C2 H F3 02 



F 




RN 635721-72-1 HCAPLUS 

CN 5H-Imidazo [4, 5-d]pyridazine-5-acetic acid, 3 , 4-dihydro-4-oxo-3- 

(phenylmethyl) -2- (1-piperazinyl) -, ethyl ester, mono (trif luoroacetate) 
(9CI) (CA INDEX NAME) 

CM 1 

CRN 635721-71-0 
CMF C20 H24 N6 03 



RN 635721-74-3 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 3, 5-dihydro-5- [2- (3-methoxyphenyl) -2- 
oxoethyl] -3- (phenylmethyl ) -2- ( 1-piperazinyl ) -, 2,2, 2-trif luoroacetate 
(1:1) (CA INDEX NAME) 

CM 1 

CRN 635721-73-2 
CMF C25 H26 N6 03 




CM 



2 



CRN 76-05-1 
CMF C2 H F3 02 



F 

F— t— ( 



Page 137 of 235 



us 10/516971 



Ph— CH2 



CRN 76-05-1 
CMF C2 H F3 02 



F— L— Ci 



635721-76-5 HCAPLUS 

Benzonitrile, 2- [ [3, 4-dihydro-4-oxo-3- (phenylmethyl ) -2- ( 1-piperazinyl ) -5H- 
imidazo [ 4, 5-d] pyridazin-5-yl] methyl] -, 2 , 2 , 2-trif luoroacetate (1:1) (CA 

INDEX NAME) 

CM 1 

CRN 635721-75-4 
CMF C24 H23 N7 0 



CRN 76-05-1 
CMF C2 H F3 02 



635721-78-7 HCAPLUS 

4H-Imidazo [ 4 , 5-d] pyridazin-4-one, 3 , 5-dihydro-5-methyl-2- ( 1-piperazinyl ) -3- 
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(2-propyn-l-Yl)-, 2 , 2 , 2-trif luoroacetate (1:1) (CA INDEX NAME) 
CM 1 

CRN 635721-77-6 
CMF C13 H16 N6 0 




CM 2 

CRN 76-05-1 
CMF C2 H F3 02 

F 

F— t— C02H 

RN 635721-80-1 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 3- ( 2-buten-l-yl ) -3 , 5-dihydro-5-methYl-2- 
(1-piperazinyl)-, 2 , 2 , 2-trif luoroacetate (1:1) (CA INDEX NAME) 

CM 1 

CRN 635721-79-8 
CMF C14 H20 N6 0 




CM 2 

CRN 76-05-1 
CMF C2 H F3 02 
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F— [::— CI 



635721-82-3 HCAPLUS 

4H-Imidazo [4, 5-d] pyridazin-4-one, 3, 5-dihydro-5-methyl-3- ( 2-penten-l-yl ) -2- 
(1-piperazinyl)-, 2 , 2 , 2-trif luoroacetate (1:1) (CA INDEX NAME) 



CRN 635721-81-2 
CMF C15 H22 N6 0 



CRN 76-05-1 
CMF C2 H F3 02 



F— t— Ci 



635721-84-5 HCAPLUS 

4H-Imidazo [4, 5-d] pyridazin-4-one, 3, 5-dihydro-5-methyl-3- (3-methyl-2-buten- 
l-yl)-2-(l-piperazinyl)-, 2 , 2 , 2-trif luoroacetate (1:1) (CA INDEX NAME) 



CRN 635721-83-4 
CMF C15 H22 N6 0 



^CH2-CH= 
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CM 



2 



CRN 76-05-1 
CMF C2 H F3 02 



F 



F— I::— ( 



■ C02H 



RN 635721-86-7 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 3- (cyclopropylmethyl) -3, 5-dihydro-5- 

methyl-2-(l-piperazinyl)-, 2 , 2 , 2-trif luoroacetate (1:1) (CA INDEX NAME) 

CM 1 

CRN 635721-85-6 
CMF C14 H20 N6 0 



RN 635721-88-9 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 5- [2- (2-aminophenyl) -2-oxoethyl] -3- (2- 
butyn-l-yl) -3, 5-dihydro-2- (1-piperazinyl) -, 2 , 2 , 2-trif luoroacetate (1:2) 
(CA INDEX NAME) 

CM 1 

CRN 635721-87-8 
CMF C21 H23 N7 02 




CM 



2 



CRN 
CMF 



76-05-1 
C2 H F3 02 



F 
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CM 2 

CRN 76-05-1 
CMF C2 H F3 02 

F 

F— L— C02H 
RN 635721-90-3 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 3- (2-butyn-l-yl) -3, 5-dihydro-5, 7- 

dimethyl-2-(l-piperazinyl)-, 2 , 2 , 2-trif luoroacetate (1:1) (CA INDEX NAME) 

CM 1 

CRN 635721-89-0 
CMF C15 H20 N6 0 




CM 2 

CRN 76-05-1 
CMF C2 H F3 02 

F 

F— t— C02H 

RN 635721-92-5 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 3- ( 2-butyn-l-yl ) -3 , 5-dihydro-7-phenyl-2- 
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(l-piperazinyl)-, 2 , 2 , 2-trif luoroacetate (1:1) (CA INDEX NAME) 
CM 1 

CRN 635721-91-4 
CMF C19 H20 N6 0 




CM 2 

CRN 76-05-1 
CMF C2 H F3 02 




RN 635721-94-7 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 3- ( 2-butyn-l-yl ) -3 , 5-dihydro-5-methyl-7- 
phenyl-2- (l-piperazinyl)-, 2 , 2 , 2-trif luoroacetate (1:1) (CA INDEX NAME) 

CM 1 

CRN 635721-93-6 
CMF C20 H22 N6 0 




CM 2 

CRN 76-05-1 
CMF C2 H F3 02 
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-I::— CI 



RN 635721-96-9 HCAPLUS 

CN 5H-Imidazo [4, 5-d]pyridazine-5-acetic acid, 3- ( 2-butyn-l-yl ) -3 , 4-dihydro-4- 
oxo-7-phenyl-2- (1-piperazinyl) -, 2 , 2 , 2-trif luoroacetate (1:1) (CA INDEX 
NAME) 

CM 1 

CRN 635721-95-8 
CMF C21 H22 N6 03 




CM 2 

CRN 76-05-1 
CMF C2 H F3 02 




RN 635721-98-1 HCAPLUS 

CN Benzonitrile, 2- [ [3- ( 2-butyn-l-yl ) -3 , 4-dihydro-4-oxo-7-phenyl-2- ( 1- 
piperazinyl) -5H-imidazo [4, 5-d] pyridazin-5-yl] methyl] -, 
2, 2, 2-trif luoroacetate (1:1) (CA INDEX NAME) 

CM 1 

CRN 635721-97-0 
CMF C27 H25 N7 0 
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CM 



2 



CRN 76-05-1 
CMF C2 H F3 02 



F 



F— L— ( 



■ C02H 



RN 635722-00-8 HCAPLUS 

CN 4H-Imidazo [4, 5-d]pyridazin-4-one, 3- ( 2-butyn-l-yl ) -3 , 5-dihydro-5-methyl-2- 
( 1-piperazinyl) -7- (trif luoromethyl) -, 2 , 2 , 2-trif luoroacetate (1:1) (CA 

INDEX NAME) 

CM 1 

CRN 635721-99-2 
CMF C15 H17 F3 N6 0 




CM 



2 



CRN 
CMF 



76- 
C2 



-05-1 
H F3 02 



F 



F— L— ( 



.C02H 
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RN 635722-02-0 HCAPLUS 

CN IH-Imidazo [4, 5-d] pyridazine-4-carboxamide, 1- ( 2-butyn-l-yl ) -6, 7-dihydro-6- 
methyl-7-oxo-2- (1-piperazinyl) -, 2 , 2 , 2-trif luoroacetate (1:1) (CA INDEX 
NAME) 

CM 1 

CRN 635722-01-9 
CMF C15 H19 N7 02 



RN 635722-04-2 HCAPLUS 

CN IH-Imidazo [4, 5-d] pyridazine-4-carbonitrile, 1- (2-butyn-l-yl) -6, 7-dihydro-6- 
methyl-7-oxo-2- (1-piperazinyl) -, 2 , 2 , 2-trif luoroacetate (1:1) (CA INDEX 
NAME) 

CM 1 

CRN 635722-03-1 
CMF C15 H17 N7 0 




CM 



2 



CRN 
CMF 



76-05-1 
C2 H F3 02 




CN 




CM 



2 
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CRN 76-05-1 
CMF C2 H F3 02 



F— [::— ci 



635722-06-4 HCAPLUS 

4H-Imidazo [4, 5-d] pyridazin-4-one, 3- ( 2-butyn-l-yl ) -7- (dimethylamino) -3, 
dihydro-5-methyl-2-(l-piperazinyl)-, 2 , 2 , 2-trif luoroacetate (1:1) (CA 
INDEX NAME) 

CM 1 

CRN 635722-05-3 
CMF C16 H23 N7 0 



NMe2 



CRN 76-05-1 
CMF C2 H F3 02 



F— t— Ci 



635722-43-9 HCAPLUS 

4H-Imidazo [4, 5-d] pYridazin-4-one, 3- ( 2-butYn-l-Yl ) -3, 5-dihydro-5-methyl 
( 1-piperazinyl) -, 4-methylbenzenesulf onate (1:1) (CA INDEX NAME) 



CRN 635717-65-6 
CMF C14 H18 N6 
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CM 2 

CRN 104-15-4 
CMF C7 H8 03 S 



RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(preparation of purinone derivs. as dipeptidylpeptidase IV inhibitors) 
RN 635717-75-8 HCAPLUS 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- (3-amino-l-piperidinyl) -3- (2-butyn-l- 
yl)-3,5-dihydro-5-methyl- (CA INDEX NAME) 




RN 635720-65-9 HCAPLUS 

CN Benzonitrile, 2- [ [3- ( 2-butyn-l-yl ) -3 , 4-dihydro-4-oxo-2- ( 1-piperazinyl ) -5H- 
imidazo[4,5-d]pyridazin-5-yl]methyl]- (CA INDEX NAME) 




RL: ROT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of purinone derivs. as dipeptidylpeptidase IV inhibitors) 
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RN 635722-47-3 HCAPLUS 

CN 1-Piperazinecarboxylic acid, 4- [ 1- ( 2-butyn-l-yl ) -6 , 7-dihydro-6-methyl-7- 
oxo-lH-imidazo [4, 5-d]pyridazin-2-yl] -, 1 , 1-dimethylethyl ester (CA INDEX 
NAME) 



O 




RN 635722-78-0 HCAPLUS 

CN 1-Piperazinecarboxylic acid, 4- [ 1- ( 2-butyn-l-yl ) -6 , 7-dihydro-7-oxo-6- 
[ (phenylmethoxy) methyl ] -IH-imidazo [ 4, 5-d] pyridazin-2-yl] -, 
1, 1-dimethylethyl ester (CA INDEX NAME) 




RN 635723-01-2 HCAPLUS 

CN 1-Piperazinecarboxylic acid, 4- [ 1- ( 2-butyn-l-yl ) -6 , /-dihydro-7-oxo-lH- 

imidazo [4, 5-d]pyridazin-2-yl] -, 1 , 1-dimethylethyl ester (CA INDEX NAME) 



O 




RN 635723-02-3 HCAPLUS 

CN 1-Piperazinecarboxylic acid, 4- [6, 7-dihydro-7-oxo-6- 

[ (phenylmethoxy) methyl] -1- (phenylmethyl ) -IH-imidazo [4, 5-d] pyridazin-2-yl] - 
, 1, 1-dimethylethyl ester (CA INDEX NAME) 
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o 




RN 635723-03-4 HCAPLUS 

CN 1-Piperazinecarboxylic acid, 4- [6, 7-dihydro-7-oxo-l- (phenylmethyl) -IH- 

imidazo [4, 5-d]pyridazin-2-yl] -, 1 , 1-dimethylethyl ester (CA INDEX NAME) 




RN 635723-04-5 HCAPLUS 

CN 1-Piperazinecarboxylic acid, 4- [ 1- ( 2-butyn-l-yl ) -6 , 7-dihydro-6- [2- ( 2- 
nitrophenyi) -2-oxoethyl] -7-oxo-lH-imidazo [4, 5-d] pyridazin-2-yl] -, 
1, 1-dimethylethyl ester (CA INDEX NAME) 




RN 635723-09-0 HCAPLUS 

CN 1-Piperazinecarboxylic acid, 4- [ 1- ( 2-butyn-l-yl ) -6 , 7-dihydro-7-oxo-4- 
phenyl-lH-imidazo [4, 5-d]pyridazin-2-yl] -, 1 , 1-dimethylethyl ester (CA 
INDEX NAME) 



O 
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RN 635723-14-7 HCAPLUS 

CN 1-Piperazinecarboxylic acid, 4- [4- (aminocarbonyl) -1- (2-butyn-l-yl) -6, 7- 
dihydro-6-methyl-7-oxo-lH-imidazo [4, 5-d] pyridazin-2-yl] -, 
1, 1-dimethylethyl ester (CA INDEX NAME) 



=> => fil reg 

FILE 'REGISTRY' ENTERED AT 11:39:47 ON 18 JUN 2008 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2008 American Chemical Society (ACS) 

Property values tagged with IC are from the ZIC/VINITI data file 
provided by InfoChem. 

STRUCTURE FILE UPDATES: 17 JUN 2008 HIGHEST RN 1028750-52-8 
DICTIONARY FILE UPDATES: 17 JUN 2008 HIGHEST RN 1028750-52-8 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 

TSCA INFORMATION NOW CURRENT THROUGH January 9, 2008. 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

REGISTRY includes numerically searchable data for experimental and 
predicted properties as well as tags indicating availability of 
experimental property data in the original document. For information 
on property searching in REGISTRY, refer to: 

http : / /v.'vjw . cas . org/support/stngen/'stndoc/proper'ties . html 



=> d Stat que 18 
LI STR 




■OBu-t 



REFERENCE COUNT: 



38 



THERE ARE 38 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



Page 151 of 235 



us 10/516971 



0 13 G2 14 




REP Gl=(2-10) A 
VAR G2=AK/CY 
NODE ATTRIBUTES: 
DEFAULT MLEVEL IS ATOM 
DEFAULT ECLEVEL IS LIMITED 



GRAPH ATTRIBUTES: 

RING(S) ARE ISOLATED OR EMBEDDED 
NUMBER OF NODES IS 14 



STEREO ATTRIBUTES: NONE 

L3 411 SEA FILE=REGISTRY SSS FUL LI 

L4 STR 



O 13 G2 14 




REP Gl=(2-10) A 
VAR G2=AK/CY 
NODE ATTRIBUTES: 
DEFAULT MLEVEL IS ATOM 
DEFAULT ECLEVEL IS LIMITED 

GRAPH ATTRIBUTES: 

RING(S) ARE ISOLATED OR EMBEDDED 
NUMBER OF NODES IS 14 

STEREO ATTRIBUTES: NONE 

L5 344 SEA FILE=REGISTRY SUB=L3 SSS FUL L4 

L7 255 SEA FILE=REGISTRY ABB=ON PLU=ON ( 63 5 72 2-43-9 /BI OR 635717-65- 

6/BI OR 635723-01-2/BI OR 635717-66-7/BI OR 635720-65-9/BI OR 
635722-47-3/BI OR 635722-78-0/BI OR 635723-02-3/BI OR 635723-03 
-4/BI OR 635723-14-7/BI OR 855789-80-9/BI OR 855789-81-0/BI OR 
635717-68-9/BI OR 635717-70-3/BI OR 635717-75-8/BI OR 635717-76 
-9/BI OR 635720-48-8/BI OR 635720-64-8/BI OR 635720-66-0/BI OR 
635721-30-1/BI OR 635721-54-9/BI OR 635721-56-1/BI OR 635721-60 
-7/BI OR 635722-02-0/BI OR 705279-88-5/BI OR 7052 79-9 7-6 /BI OR 
705279-98-7/BI OR 705279-99-8/BI OR 705280-19-9/BI OR 705280-67 
-7/BI OR 813462-55-4/BI OR 813462-67-8/BI OR 813462-72-5/BI OR 
813462-73-6/BI OR 813462-78-1/BI OR 855789-82-1/BI OR 1018950-8 
6-1/BI OR 1018950-93-0/BI OR 1018951-03-5/BI OR 1018951-09-1/BI 

OR 1018951-21-7/BI OR 1018951-23-9/BI OR 635717-79-2/BI OR 
635720-50-2/BI OR 635720-52-4/BI OR 635720-54-6/BI OR 635720-56 
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-8/BI OR 635720-58-0/BI OR 635720-60-4/BI OR 635720-62-6/BI OR 
635720-68-2/BI OR 635720-70-6/BI OR 635720-72-8/BI OR 635720-74 
-0/BI OR 635720-76-2/BI OR 635720-78-4/BI OR 635720-80-8/BI OR 
635720-82-0/BI OR 635720-84-2/BI OR 635720-86-4/BI OR 635720-88 
-6/BI OR 635720-90-0/BI OR 635720-92-2/BI OR 635720-94-4/BI OR 

635720- 96-6/BI OR 635720-98-8/BI OR 635721-00-5/BI OR 635721-02 
-7/BI OR 635721-04-9/BI OR 635721-06-1/BI OR 635721-08-3/BI OR 

635721- 10-7/BI OR 635721-12-9/BI OR 635721-14-1/BI OR 635721-16 
-3/BI OR 635721-18-5/BI OR 635721-21-0/BI OR 635721-24-3/BI OR 
635721-27-6/BI OR 635721-32-3/BI OR 635721-34-5/BI OR 635721-36 
-7/BI OR 635721-38-9/BI OR 635721-41-4/BI OR 635721-44-7/BI OR 
635721-46-9/BI OR 635721-48-1/BI OR 635721-50-5/BI OR 635721-52 
-7/BI OR 635721-58-3/BI OR 635721-62-9/BI OR 635721-64-1/BI OR 
635721-66-3/BI OR 635721-68-5/BI OR 635721-70-9/BI OR 635721-72 
-1/BI OR 635721-74-3/BI OR 635721-76-5/BI OR 635721-78-7/BI 

L8 89 SEA FILE=REGISTRY ABB=ON PLU=ON L5 NOT L7 



=> => d ide can 18 1 2 3 4 5 6 7 10 11 14 20 25 30 35 40 45 50 55 61 65 70 75 80 
89 

L8 ANSWER 1 OF 89 REGISTRY COPYRIGHT 2008 ACS on STN 
RN 1027933-48-7 REGISTRY 
ED Entered STN: 13 Jun 2008 

CN Benzonitrile, 2- [ [3- (2E) -2-buten-l-yl-3, 4-dihydro-4-oxo-2- ( 1-piperazinyl ) - 
5H-imidazo[4,5-d]pyridazin-5-yl]methyl]- (CA INDEX NAME) 

FS STEREOSEARCH 
MF C21 H23 N7 0 
SR Other Sources 

Database: ChemSpider (ChemZoo, Inc.) 

Double bond geometry as shown. 




** PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



L8 ANSWER 2 OF 89 REGISTRY COPYRIGHT 2008 ACS on STN 
RN 1027649-83-7 REGISTRY 
ED Entered STN: 12 Jun 2008 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- (3-amino-l-piperidinyl) -3, 5-dihydro-5- 

methyl-3-(l-methylpropyl)- (CA INDEX NAME) 
MF 015 H24 N6 0 
SR Other Sources 

Database: ChemSpider (ChemZoo, Inc.) 
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Me' 




•CH— Et 



Je 



**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



L8 ANSWER 3 OF 89 REGISTRY COPYRIGHT 2008 ACS on STN 
RN 1027225-50-8 REGISTRY 
ED Entered STN: 11 Jun 2008 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 3, 5-dihydro-5-methyl-3- ( 1-methylpropyl ) - 

2-(l-piperazinyl)- (CA INDEX NAME) 
MF C14 H22 N6 0 
SR Other Sources 

Database: ChemSpider (ChemZoo, Inc.) 



**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



L8 ANSWER 4 OF 89 REGISTRY COPYRIGHT 2008 ACS on STN 
RN 1027208-14-5 REGISTRY 
ED Entered STN: 11 Jun 2008 

CN Benzonitrile, 2- [ [3, 4-dihydro-3- (1-methylpropyl) -4-oxo-2- ( 1-piperazinyl ) - 

5H-imidazo[4,5-d]pyridazin-5-yl]methyl]- (CA INDEX NAME) 
MF C21 H25 N7 0 
SR Other Sources 

Database: ChemSpider (ChemZoo, Inc.) 




Me 




** PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 
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L8 ANSWER 5 OF 89 REGISTRY COPYRIGHT 2008 ACS on STN 
RN 1026875-76-2 REGISTRY 
ED Entered STN: 10 Jun 2008 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- (3-amino-l-piperidinyl) -3- (2E) -2-buten- 
l-yl-3, S-dihydro-S-methyl- (CA INDEX NAME) 

FS STEREOSEARCH 
MF 015 H22 N6 0 
SR Other Sources 

Database: ChemSpider (ChemZoo, Inc.) 

Double bond geometry as shown. 



** PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



L8 ANSWER 6 OF 89 REGISTRY COPYRIGHT 2008 ACS on STN 
RN 1026043-33-3 REGISTRY 
ED Entered STN: 06 Jun 2008 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- (3-amino-l-piperazinyl) -3- (2-butyn-l- 

yl)-3,5-dihydro-5-methyl- (CA INDEX NAME) 
MF C14 H19 N7 0 
SR Other Sources 

Database: ChemSpider (ChemZoo, Inc.) 



**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



L8 ANSWER 7 OF 89 REGISTRY COPYRIGHT 2008 ACS on STN 

RN 919004-37-8 REGISTRY 

ED Entered STN: 01 Feb 2007 

CN Benzeneacetonitrile, 3- [ [2- (3-amino-l-piperidinyl) -6, 7-dihydro-6-methyl-7- 

oxo-lH-imidazo [4, 5-d]pyridazin-l-yl]methyl] - (CA INDEX NAME) 

MF C20 H23 N7 0 

CI COM 
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SR CA 




**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



L8 ANSWER 10 OF 89 REGISTRY COPYRIGHT 2008 ACS on STN 

RN 708207-86-7 REGISTRY 

ED Entered STN: 11 Jul 2004 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- (3-amino-l-piperidinyl) -3, 5-dihydro-5- 

(l-naphthalenylmethyl)-3-(phenylmethyl)- (CA INDEX NAME) 

MF C28 H28 N6 0 

CI COM 

SR CA 




**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



L8 ANSWER 11 OF 89 REGISTRY COPYRIGHT 2008 ACS on STN 

RN 635722-05-3 REGISTRY 

ED Entered STN: 09 Jan 2004 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 3- ( 2-butyn-l-yl ) -7- (dimethylamino) -3, 5- 
dihydro-5-methyl-2-(l-piperazinyl)- (CA INDEX NAME) 

OTHER CA INDEX NAMES: 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 3- ( 2-butynyl ) -7- (dimethylamino) -3, 5- 
dihydro-5-methyl-2- ( 1-piperazinyl ) - (9CI) 

MF C16 H23 N7 0 
CI COM 
SR CA 
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Me- 




• C^=C— Me 



NH 



**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



L8 ANSWER 14 OF 89 REGISTRY COPYRIGHT 2008 ACS on STN 

RN 635721-99-2 REGISTRY 

ED Entered STN: 09 Jan 2004 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 3- ( 2-butyn-l-yl ) -3 , 5-dihydro-5-methyl-2- 
(l-piperazinyl)-7-(trifluoromethyl)- (CA INDEX NAME) 

OTHER CA INDEX NAMES: 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 3- ( 2-butynyl ) -3 , 5-dihydro-5-methyl-2- ( 1- 

piperazinyl) -7- (trif luoromethyl) - (9CI) 
MF C15 H17 F3 N6 0 
CI COM 
SR CA 



** PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



L8 ANSWER 20 OF 89 REGISTRY COPYRIGHT 2008 ACS on STN 

RN 635721-87-8 REGISTRY 

ED Entered STN: 09 Jan 2004 

CN 4H-Imidazo [4, 5-d]pyridazin-4-one, 5- [2- (2-aminophenyl) -2-oxoethyl] -3- (2- 
butyn-l-yl) -3 , 5-dihydro-2- ( 1-piperazinyl) - (CA INDEX NAME) 
OTHER CA INDEX NAMES: 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 5- [2- (2-aminophenyl) -2-oxoethyl] -3- (2- 

butynyl) -3, 5-dihydro-2- ( 1-piperazinyl ) - (9CI) 
MF C21 H23 N7 02 

CI COM 
SR CA 
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**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



L8 ANSWER 25 OF 89 REGISTRY COPYRIGHT 2008 ACS on STN 

RN 635721-77-6 REGISTRY 

ED Entered STN: 09 Jan 2004 

CN 4H-Imidazo [ 4, 5-d] pyridazin-4-one, 3, 5-dihydro-5-methyl-2- ( 1 -piper az inyl ) 

(2-propYn-l-yl) - (CA INDEX NAME) 
OTHER CA INDEX NAMES: 

CN 4H-Imidazo [ 4, 5-d] pyridazin-4-one, 3, 5-dihydro-5-methyl-2- ( 1 -piper az inyl ) 

(2-propynyl) - (9CI) 
MF C13 H16 N6 0 

CI COM 
SR CA 




**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



L8 ANSWER 30 OF 89 REGISTRY COPYRIGHT 2008 ACS on STN 

RN 635721-67-4 REGISTRY 

ED Entered STN: 09 Jan 2004 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 3, 5-dihydro-5- ( 2-liydroxyethyl ) -3- 

(phenylmethYl)-2-(l-piperazinyl)- (CA INDEX NAME) 

MF C18 H22 N6 02 

CI COM 

SR CA 




**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 
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L8 ANSWER 35 OF 89 REGISTRY COPYRIGHT 2008 ACS on STN 

RN 635721-57-2 REGISTRY 

ED Entered STN: 09 Jan 2004 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 3, 5-dihydro-5- ( 2-oxo-2-phenylethyl ) - 

(phenylmethyl)-2-(l-piperazinyl)- (CA INDEX NAME) 

MF C24 H24 N6 02 

CI COM 

SR CA 



**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



L8 ANSWER 40 OF 89 REGISTRY COPYRIGHT 2008 ACS on STN 

RN 635721-47-0 REGISTRY 

ED Entered STN: 09 Jan 2004 

CN Benzoic acid, 3- [ [3- (2-butyn-l-yl) -3, 4-dihydro-4-oxo-2- (1-piperazinyl) 

imidazo[4,5-d]pyridazin-5-yl]methyl]- (CA INDEX NAME) 
OTHER CA INDEX NAMES: 

CN Benzoic acid, 3- [ [3- (2-butynyl) -3, 4-dihydro-4-oxo-2- (1-piperazinyl) -5H 

imidazo [4, 5-d] pyridazin-5-yl] methyl] - (9CI) 
MF C21 H22 N6 03 
CI COM 
SR CA 



**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



L8 ANSWER 45 OF 89 REGISTRY COPYRIGHT 2008 ACS on STN 

RN 635721-35-6 REGISTRY 

ED Entered STN: 09 Jan 2004 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 3- ( 2-butyn-l-yl ) -5- [ (2-f luoro-4- 

pyridinyDmethyl] -3, 5-dihydro-2- (1-piperazinyl)- (CA INDEX NAME) 
OTHER CA INDEX NAMES: 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 3- ( 2-butynyl ) -5- [ (2-f luoro-4- 
pyridinyl) methyl] -3, 5-dihydro-2- ( 1-piperazinyl ) - (9CI) 





CH2— C^= C— Me 



H02C. 
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MF 
CI 
SR 



C19 H20 F N7 0 

COM 

CA 



Q CH2— C^=C— M< 



CH2— C^= C— Me 



**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



L8 ANSWER 50 OF 89 REGISTRY COPYRIGHT 2008 ACS on STN 

RN 635721-23-2 REGISTRY 

ED Entered STN: 09 Jan 2004 

CN Benzonitrile, 2- [ [3- ( 2-butyn-l-yl ) -3 , 4-dihydro-4-oxo-2- ( 1-piperazinyl ) -5H- 

imidazo [4, 5-d]pyridazin-5-yl]methyl]-5-fluoro- (CA INDEX NAME) 
OTHER CA INDEX NAMES: 

CN Benzonitrile, 2- [ [3- ( 2-butynyl ) -3 , 4-dihydro-4-oxo-2- ( 1-piperazinyl ) -5H- 

imidazo [4, 5-d] pyridazin-5-yl] methyl] -5-f luoro- (9CI) 
MF C21 H20 F N7 0 
CI COM 
SR CA 



**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



LB ANSWER 55 OF 89 REGISTRY COPYRIGHT 2008 ACS on STN 

RN 635721-11-8 REGISTRY 

ED Entered STN: 09 Jan 2004 

CN Benzamide, 4- [ [3- ( 2-butyn-l-yl ) -3 , 4-dihydro-4-oxo-2- ( 1-piperazinyl ) -5H- 

imidazo [4, 5-d] pyridazin-5-yl] methyl] -3-cyano-5-ethoxy-N-methyl- (CA INDEX 

NAME) 

OTHER CA INDEX NAMES: 

CN Benzamide, 4- [ [3- ( 2-butynyl ) -3 , 4-dihydro-4-oxo-2- ( 1-piperazinyl ) -5H- 
imidazo [4, 5-d] pyridazin-5-yl] methyl] -3-cyano-5-ethoxy-N-methyl- ( 9CI ) 
MF C25 H28 N8 03 
CI COM 
SR CA 




0 



CH2— C— Me 
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o 



MeNH— 'd. 




CH2— C^=C— I 



■NH 



**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



L8 ANSWER 61 OF 89 REGISTRY COPYRIGHT 2008 ACS on STN 

RN 635720-99-9 REGISTRY 

ED Entered STN: 09 Jan 2004 

ON 4H-Imidazo [4, 5-d] pyridazin-4-one, 3- ( 2-butyn-l-yl ) -3 , 5-dihydro-5- [2-oxo-2- 

(2-pyridinyl)ethyl]-2-(l-piperazinyl)- (CA INDEX NAME) 
OTHER CA INDEX NAMES: 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 3- ( 2-butynyl ) -3 , 5-dihydro-5- [2-oxo-2- (2- 

pyridinyl) ethyl] -2- ( 1-piperazinyl ) - (9CI) 
MF C20 H21 N7 02 
CI COM 
SR CA 



**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



LB ANSWER 65 OF 89 REGISTRY COPYRIGHT 2008 ACS on STN 

RN 635720-91-1 REGISTRY 

ED Entered STN: 09 Jan 2004 

CN Benzoic acid, 4- [ 2- [ 3- ( 2-butyn-l-yl ) -3 , 4-dihydro-4-oxo-2- ( 1-piperazinyl ) - 

5H-imidazo[4,5-d]pyridazin-5-yl]ethyl]- (CA INDEX NAME) 
OTHER CA INDEX NAMES: 

CN Benzoic acid, 4- [2- [3- (2-butynyl) -3, 4-dihydro-4-oxo-2- (1-piperazinyl) -5H- 

imidazo [4, 5-d] pyridazin-5-yl] ethyl] - (9CI) 
MF C22 H24 N6 03 

CI COM 
SR CA 



0 





0 



CH2— C^=C— Me 
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**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



L8 ANSWER 70 OF 89 REGISTRY COPYRIGHT 2008 ACS on STN 

RN 635720-81-9 REGISTRY 

ED Entered STN: 09 Jan 2004 

ON 2-Furancarboxylic acid, 5- [ [ 3- ( 2-butyn-l-yl ) -3 , 4-dihydro-4-oxo-2- ( 1- 

piperazinyl) -5H-imidazo [4, 5-d]pyridazin-5-yl]methyl] -, ethyl ester (CA 
INDEX NAME) 

OTHER CA INDEX NAMES: 

CN 2-Furancarboxylic acid, 5- [ [3- ( 2-butynyl ) -3 , 4-dihydro-4-oxo-2- ( 1- 

piperazinyl) -5H-imidazo [4, 5-d]pyridazin-5-yl]methyl] -, ethyl ester (9CI) 

MF C21 H24 N6 04 
CI COM 
SR CA 



**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



L8 ANSWER 75 OF 89 REGISTRY COPYRIGHT 2008 ACS on STN 

RN 635720-71-7 REGISTRY 

ED Entered STN: 09 Jan 2004 

CN 4H-Imidazo [4, 5-d]pyridazin-4-one, 3- ( 2-butyn-l-yl ) -3 , 5-dihydro-5- [ (2- 

nitrophenyl)methyl]-2-(l-piperazinyl)- (CA INDEX NAME) 
OTHER CA INDEX NAMES: 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 3- ( 2-butynyl) -3 , 5-dihydro-5- [ (2- 

nitrophenyl) methyl] -2- ( 1-piperazinyl ) - (9CI) 
MF C20 H21 N7 03 
CI COM 
SR CA 




CH2 — C^= 



:C— Me 




0 



CH2 — C— [ 



• Me 



**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 
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L8 ANSWER 8 0 OF 89 REGISTRY COPYRIGHT 2008 ACS on STN 

RN 635720-59-1 REGISTRY 

ED Entered STN: 09 Jan 2004 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 3- ( 2-butyn-l-yl ) -3 , 5-dihydro-5- ( 2- 

phenoxyethyl) -2- (1-piperazinyl) - (CA INDEX NAME) 
OTHER CA INDEX NAMES: 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 3- ( 2-butynyl ) -3 , 5-dihydro-5- ( 2- 
phenoxyethyl ) -2- ( 1-piperazinyl ) - ( 9CI ) 

MF C21 H24 N6 02 

CI COM 
SR CA 



** PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



L8 ANSWER 87 OF 89 REGISTRY COPYRIGHT 2008 ACS on STN 

RN 635717-78-1 REGISTRY 

ED Entered STN: 09 Jan 2004 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- (3-amino-l-piperidinyl) -3, 5-dihydro-5- 

methyl-3-(3-methyl-2-buten-l-yl)- (CA INDEX NAME) 
OTHER CA INDEX NAMES: 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 2- (3-amino-l-piperidinyl) -3, 5-dihydro-5- 
methyl-3- (3-methyl-2-butenyl) - (9CI) 

MF C16 H24 N6 0 
CI COM 
SR CA 



** PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



L8 ANSWER 89 OF 89 REGISTRY COPYRIGHT 2008 ACS on STN 

RN 635717-67-8 REGISTRY 

ED Entered STN: 09 Jan 2004 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 3- ( 2-butyn-l-yl ) -3 , 5-dihydro-5- 

[ (phenylmethoxy)methyl] -2- (1-piperazinyl) - (CA INDEX NAME) 
OTHER CA INDEX NAMES: 

CN 4H-Imidazo [4, 5-d] pyridazin-4-one, 3- ( 2-butynyl ) -3 , 5-dihydro-5- 
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[ (phenylmethoxylmethyl] -2- (l-piperazinyl) - (9CI) 
MF C21 H24 N6 02 
CI COM 
SR CA 




**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



=> => fil hcaplus 

FILE 'HCAPLUS' ENTERED AT 11:51:52 ON 18 JUN 2008 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2008 AMERICAN CHEMICAL SOCIETY (ACS) 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
the American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 18 Jun 2008 VOL 148 ISS 25 
FILE LAST UPDATED: 17 Jun 2008 (20080617/ED) 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 

=> d Stat que 111 
LI STR 



O 13 G2 14 




REP Gl=(2-10) A 
VAR G2=AK/CY 
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NODE ATTRIBUTES: 
DEFAULT MLEVEL IS ATOM 
DEFAULT ECLEVEL IS LIMITED 

GRAPH ATTRIBUTES: 

RING(S) ARE ISOLATED OR EMBEDDED 
NUMBER OF NODES IS 14 

STEREO ATTRIBUTES: NONE 

L3 411 SEA FILE=REGISTRY SSS FUL LI 

L4 STR 

O 13 G2 14 

jil .A 8 hi 

5 



REP Gl=(2-10) A 
VAR G2=AK/CY 
NODE ATTRIBUTES: 
DEFAULT MLEVEL IS ATOM 
DEFAULT ECLEVEL IS LIMITED 

GRAPH ATTRIBUTES: 

RING(S) ARE ISOLATED OR EMBEDDED 
NUMBER OF NODES IS 14 

STEREO ATTRIBUTES: NONE 



L5 344 SEA FILE=REGISTRY SUB=L3 SSS FUL L4 

L6 15 SEA FILE=HCAPLUS ABB=ON PLU=ON L5 

L9 67 SEA FILE=REGISTRY ABB=ON PLU=OM L3 NOT L5 

LIO 2 SEA FILE=HCAPLUS ABB=ON PLU=ON L9 

Lll 2 SEA FILE=HCAPLUS ABB=ON PLU=ON LIO NOT L6 
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Lll ANSWER 1 OF 2 HCAPLUS COPYRIGHT 2008 ACS on STN 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR ( S ) : 



PATENT ASSIGNEE(S): 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2005:1005982 HCAPLUS Full-text 
143:306327 

Preparation of imidazopyridazinediones as DPP-IV 
inhibitors 

Eckhardt, Matthias; Himmelsbach, Frank; 

Kauf fmann-Hef ner. Iris; Langkopf, Elke; Tadayyon, 

Mohammad; Thomas, Leo 

Boehringer Ingelheim International G.m.b.H., Germany 
U.S. Pat. Appl. Publ., 29 pp. 

CODEN: USXXCO 

Patent 

English 



PATENT NO. 



APPLICATION NO. 
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us 


20050203095 




Al 




20050915 




US 2005- 


■75791 




20050309 


DE 


102004012366 




Al 




20050929 




DE 2004- 


102004012366 


20040313 


CA 


2559444 






Al 




20050922 




CA 2005- 


•2559444 




20050309 


WO 


2005087774 




Al 




20050922 




WO 2005- 


■EP2524 




20050309 




W: 
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AG, 
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AT, 


AU, 


AZ, 


BA, 
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BW, 


BY, 
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CA, 
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SK, 


SL, 
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TM, 
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TR, 


IT, 


TZ, 


UA, 


UG, 


US, 
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YU, 


ZA, 
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EE, 
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FR, 
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GR, 
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US 
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PRIORITY APPLN. INFO.: DE 2004-102004012366A 20040313 

US 2004-561321P P 20040412 

US 2005-75791 Al 20050309 

WO 2005-EP2524 W 20050309 

OTHER SOURCE(S): CASREACT 143:306327; MARPAT 143:306327 

GI 




AB Title compds . I [wherein Rl = (hetero) arylmethyl, (hetero) arylcarbonylmethyl; 

R2 = alkyl, (hetero) aryl; R3 = alkenyl, alkynyl; R4 = piperidin-l-yl ; etc., or 
tautomers, enantiomers , diastereomers and their mixts., and salts thereof], 
which have valuable pharmacol. properties, particularly an inhibiting effect 
on the activity of the enzyme dipeptidyl-peptidase-IV (DPP-IV) , were prepared 
For example, II, which showed inhibition against DPP-IV with IC50 of 1 nM, was 
synthesized in multiple steps. Therefore, I and their pharmaceutical compns. 
(examples given) are useful for preventing or treating illnesses or conditions 
connected with an increased DPP-IV activity or capable of being prevented or 
alleviated by reducing the DPP-IV activity, particularly type I or type II 
diabetes mellitus. 

IT 864673-50-7P, (R) -1- (But-2-ynyl) -2- (3-aminopiperidin-l-yl) -5- 

cyanomethyl-6- (quinolin-2-ylmethyl ) -5, 6-dihydro-lH-imidazo [4,5- 
d] pyridazine-4, 7-dione 864673 -51--8P 864673-52 -9P, 

(R) -1- (But-2-ynyl) -2- (3-aminopiperidin-l-yl) -5-methyl-6- (quinolin-2- 
ylmethyl) -5, 6-dihydro-lH-imidazo [4, 5-d] pyridazine-4 , 7-dione 

, (R)-l-(But-2-ynyl)-2-(3- 
aminopiperidin-l-yl ) -5- (prop-2-enyl ) -6- (quinolin-2-ylmethyl ) -5, 6-dihydro- 
IH-imidazo [4, 5-d]pyridazine-4, 7-dione ' . 

-■^ .0 - (R)-l-(But-2-ynyl) -2- (3-aminopiperidin-l-yl) -5- 
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(phenylmethyl ) -6- (quinolin-2-ylmethyl) -5, 6-dihydro-lH-imidazo [4, 5- 
d] pyridazine-4, 7-dione 8b4613-b':-4P 864573-58-5F, 

(R) -1- (But-2-ynyl) -2- (3-aminopiperidin-l-yl) -5-methyl-6- (naphth-1- 
ylmethyl) -5, 6-dihydro-lH-imidazo [4, 5-d] pyridazine-4, 7-dione 
864673-59-6P 864673-6I-0P 864673-62-lP, 

(R) -1- (But-2-ynyl) -2- (3-aminopiperidin-l-yl) -5- [ ( aminocar bony 1) methyl] -6- 
[ (quinolin-2-yl)methyl] -5, 6-dihydro-lH-imidazo [4, 5-d] pyridazine-4 , 7-dione 
664673 --63--2P, (R) -1- {But-2-ynyl) -2- (3-aniinopiperidin-l-yl ) -5- 

[ (pyridin-3-yl) methyl] -6- [ (quinolin-2-Yl) methyl] -5, 6-dihydro-lH- 
imidazo [4, 5-d] pyridazine-4 , 7-dione >;64673"-64"3P, 

(R) -1- (But-2-ynyl) -2- (3-aminopiperidin-l-yl) -5- (prop-2-ynyl ) -6- [ (quinolin- 
2-yl)methyl] -5, 6-dihydro-lH-imidazo [4, 5-d] pyr idazine-4 , 7-dione 

-> o. " - \ (R) -1- (But-2-ynyl) -2- (3- 

aminopiperidin-l-yl ) -5-methyl-6- ( 3-methylisoquinolin-l-ylmethyl ) -5 , 6- 
dihydro-lH-imidazo [4, 5-d] pyridazine-4, 7-dione S6 46 " 6 S-'7P 
864673-69-8?, (R) -1- (But-2-ynyl ) -2- ( 3-aminopiperidin-l-yl ) -5- 
methyl-6- (phenylcarbonylmethyl ) -5, 6-dihydro-lH-imidazo [4, 5-d] pyridazine- 
4, 7-dione -^fj o " - 

(R) -1- (But-2-ynyl) -2- (3-aminopiperidin-l-yl) -5-methyl-6- [ ( 4- 
methylquinazolin-2-yl)methyl] -5, 6-dihydro-lH-imidazo [4, 5-d] pyridazine-4 , 7- 
dione 864673-72-3P, (R) -1- (But-2-ynyl) -2- (3-aminopiperidin-l-yl) - 
5-methyl-6- ( 2-cyanobenzyl ) -5, 6-dihydro-lH-imidazo [4, 5-d] pyridazine-4, 7- 
dione S64673--73-4P, (R) -1- (But-2-ynyl) -2- (3-aminopiperidin-l-yl) - 
5- (2-f luoroethyl) -6- ( 4-methylquinazolin-2-ylmethyl ) -5, 6-dihydro-lH- 
imidazo [4, 5-d] pyridazine-4, 7-dione 864673-74-5P 
864573-75-6P, 1- (But-2-ynyl ) -2- (piperazin-l-yl ) -5-methyl-6- 
(quinolin-4-ylmethyl ) -5, 6-dihydro-lH-imidazo [4, 5-d] pyridazine-4 , 7-dione 
864673-'76-7P, 1- (But-2-ynyl) -2- (piperazin-l-yl ) -5-methyl-6- 
(quinolin-2-ylmethyl ) -5, 6-dihydro-lH-imidazo [4, 5-d] pyr idazine-4 , 7-dione 
864673--77-SP, (R) -1- (But-2-Ynyl) -2- ( 3-aminopiperidin-l-yl) -5- 

[ [hydroxycarbonyljmethylj -6- (naphth-l-ylmethyl) -5, 6-dihydro-lH-imidazo [4, 5- 
d]pyridazine-4, 7-dione S6-i6'6j-- (R) -1- (But-2-ynyl) -2- (3- 

aminopiperidin-l-yl ) -5- [ [ aminocar bony 1 J methyl] -6- (naphth-l-ylmethyl ) -5, 6- 
dihydro-lH-imidazo [ 4 , 5-d] pyridazine-4, 7-dione ^ , 
(R) -1- (But-2-ynyl) -2- (3-aminopiperidin-l-yl) -5- (pyr idin-3-ylmethyl ) -6- 
(naphth-l-ylmethyl) -5, 6-dihydro-lH-imidazo [4, 5-d] pyridazine-4 , 7-dione 
864(^73-80-3?, (R) -1- (But-2-ynyl) -2- (3-aminopiperidin-l-yl) -5- (prop- 
2-ynyl) -6- (naphth-l-ylmethyl) -5, 6-dihydro-lH-imidazo [4, 5-d] pyridazine-4, 7- 
dione 854673-81-4P, (R) -1- (But-2-ynyl) -2- (3-aminopiperidin-l-yl) - 
5- (pyridin-4-ylmethyl) -6- (naphth-l-ylmethyl) -5, 6-dihydro-lH-imidazo [4,5- 
d] pyridazine-4, 7-dione 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 

(Uses) 

(inhibitor; preparation of imidazopyridazinediones as DPP-IV inhibitors) 

RN 864673-50-7 HCAPLUS 

CN 5H-Imidazo [4, 5-d] pyridazine-5-acetonitrile, 2- [ (3R) -3-amino-l-piperidinyl] - 
1- (2-butyn-l-yl) -1, 4,6, 7-tetrahydro-4, 7-dioxo-6- ( 2-quinolinylmethyl ) - (CA 

INDEX NAME) 

Absolute stereochemistry. 



Page 167 of 235 



us 10/516971 




RN 864673-51-8 HCAPLUS 

CN 5H-Imidazo [4, 5-d] pyridazine-5-acetonitrile, 2- [ (3R) -3-amino-l-piperidinyl] - 
1- (2-butyn-l-yl) -1, 4,6, 7-tetrahydro-4, 7-dioxo-6- ( 2-quinolinylmethyl ) -, 
2, 2, 2-trifluoroacetate (1:2) (CA INDEX NAME) 

CM 1 

CRN 864673-50-7 
CMF C26 H26 N8 02 

Absolute stereochemistry. 




CM 2 

CRN 76-05-1 
CMF C2 H F3 02 



-t— Ci 



RN 864673-52-9 HCAPLUS 

CN IH-Imidazo [4, 5-d] pyridazine-4, 7-dione, 2- [ (3R) -3-amino-l-piperidinyl] -1- (2- 
butyn-l-yl) -5, 6-dihydro-5-methyl-6- (2-quinolinylmethyl)- (CA INDEX NAME) 

Absolute stereochemistry. 
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►NH2 



RN 864673-53-0 HCAPLUS 

CN IH-Imidazo [4, 5-d] pyridazine-4, 7-dione, 2- [ (3R) -3-amino-l-piperidinyl] -1- (2- 
butyn-l-yl) -5, 6-dihydro-5-methyl-6- ( 2-quinolinylmethyl ) -, 
2, 2, 2-trifluoroacetate (1:2) (CA INDEX NAME) 

CM 1 

CRN 864673-52-9 
CMF C25 H27 N7 02 

Absolute stereochemistry. 




►NH2 



CM 2 

CRN 76-05-1 
CMF C2 H F3 02 



-t— Ci 



RN 864673-54-1 HCAPLUS 

CN IH-Imidazo [4, 5-d] pyridazine-4, 7-dione, 2- [ (3R) -3-amino-l-piperidinyl] -1- (2- 
butyn-l-yl) -5, 6-dihydro-5- ( 2-propen-l-yl ) -6- (2-quinolinylmethyl) - (CA 
INDEX NAME) 

Absolute stereochemistry. 
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RN 864673-55-2 HCAPLUS 

CN IH-Imidazo [4, 5-d] pyridazine-4, 7-dione, 2- [ (3R) -3-amino-l-piperidinyl ] -1- ( 2- 
butyn-l-yl) -5, 6-dihydro-5- ( 2-propen-l-yl ) -6- ( 2-quinolinylmethyl ) -, 
2, 2, 2-trifluoroacetate (1:2) (CA INDEX NAME) 

CM 1 

CRN 864673-54-1 
CMF C27 H29 N7 02 

Absolute stereochemistry. 




CM 2 

CRN 76-05-1 
CMF C2 H F3 02 



F 

F— L— C02H 



RN 864673-56-3 HCAPLUS 

CN IH-Imidazo [4, 5-d] pyridazine-4, 7-dione, 2- [ (3R) -3-amino-l-piperidinyl] -1- (2- 
butyn-l-yl) -5, 6-dihydro-5- (phenylmethyl ) -6- (2-quinolinylmethyl) - (CA 

INDEX NAME) 

Absolute stereochemistry. 
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RN 864673-57-4 HCAPLUS 

CN IH-Imidazo [4, 5-d] pyridazine-4, 7-dione, 2- [ (3R) -3-amino-l-piperidinyl] -1- (2- 
butyn-l-yl) -5, 6-dihydro-5- (phenylmethyl ) -6- ( 2-quinolinylmethyl ) -, 
2, 2, 2-trifluoroacetate (1:2) (CA INDEX NAME) 

CM 1 

CRN 864673-56-3 
CMF C31 H31 N7 02 

Absolute stereochemistry. 




CM 2 

CRN 76-05-1 
CMF C2 H F3 02 



-t— Ci 



RN 864673-58-5 HCAPLUS 

CN IH-Imidazo [4, 5-d] pyridazine-4, 7-dione, 2- [ (3R) -3-amino-l-piperidinyl] -1- (2- 
butyn-l-yl) -5, 6-dihydro-5-methyl-6- ( 1-naphthalenylmethyl ) - (CA INDEX 
NAME) 

Absolute stereochemistry. 
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►NH2 



RN 864673-59-6 HCAPLUS 

CN IH-Imidazo [4, 5-d] pyridazine-4, 7-dione, 2- [ (3R) -3-amino-l-piperidinyl] -1- (2- 
butyn-l-yl) -5, 6-dihydro-5-methyl-6- ( 1-naphthalenylmethyl ) -, 
2, 2, 2-trifluoroacetate (1:1) (CA INDEX NAME) 

CM 1 

CRN 864673-58-5 
CMF C26 H28 N6 02 

Absolute stereochemistry. 




►NH2 



CM 2 

CRN 76-05-1 
CMF C2 H F3 02 



F 

F— t— C02H 



RN 864673-61-0 HCAPLUS 

CN 5H-Imidazo [4, 5-d]pyridazine-5-acetic acid, 2- [ (3R) -3-amino-l-piperidinyl] - 
1- (2-butyn-l-yl) -1,4,6, 7-tetrahydro-4, 7-dioxo-6- ( 2-quinolinylmethyl ) -, 
2, 2, 2-trifluoroacetate (1:2) (CA INDEX NAME) 

CM 1 

CRN 864673-60-9 
CMF C26 H27 N7 04 

Absolute stereochemistry. 
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CM 



2 



CRN 
CMF 



76-05-1 
C2 H F3 02 



F 




■C02H 



RN 864673-62-1 HCAPLUS 

CN 5H-Imidazo [4, 5-cl] pyridazine-S-acetamide, 2- [ (3R) -3-amino-l-piper idinyl ] -1- 
(2-butyn-l-yl) -1, 4,6, 7-tetrahydro-4, 7-dioxo-6- ( 2-quinolinylmethyl ) - (CA 
INDEX NAME) 

Absolute Stereochemistry. 



RN 864673-63-2 HCAPLUS 

CN IH-Imidazo [4, 5-d] pyridazine-4, 7-dione, 2- [ (3R) -3-amino-l-piperidinyl] -1- (2- 
butyn-l-yl) -5, 6-dihydro-5- (3-pyridinylmethyl) -6- (2-quinolinylmethyl) - (CA 
INDEX NAME) 

Absolute stereochemistry. 




H2N- 



IH2 
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RN 864673-64-3 HCAPLUS 

CN IH-Imidazo [4, 5-d] pYridazine-4, 7-dione, 2- [ (3R) -3-amino-l-piperidinyl] -1- (2- 
butyn-l-yl) -5, 6-dihydro-5- ( 2-propyn-l-yl ) -6- ( 2-quinolinylmethyl ) - (CA 
INDEX NAME) 

Absolute stereochemistry. 




►NH2 



RN 864673-66-5 HCAPLUS 

CN IH-Imidazo [4, 5-d] pyridazine-4, 7-dione, 2- [ (3R) -3-amino-l-piperidinyl ] -1- ( 2- 
butyn-l-yl) -5, 6-dihydro-5- ( 4-pyridinylmethyl ) -6- (2-quinolinylmethyl) -, 
2, 2, 2-trifluoroacetate (1:3) (CA INDEX NAME) 

CM 1 

CRN 864673-65-4 
CMF C30 H30 N8 02 

Absolute stereochemistry. 




CM 2 
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CRN 76-05-1 
CMF C2 H F3 02 



F 



F— [::— ( 



■C02H 



RN 864673-67-6 HCAPLUS 

CN IH-Imidazo [4, 5-d] pyridazine-4, 7-dione, 2- [ (3R) -3-amino-l-piperidinyl] -1- (2- 
butyn-l-yl) -5, 6-dihydro-5-methyl-6- [ (3-methyl-l-isoquinolinyl)methyl] - 
(CA INDEX NAME) 

Absolute stereochemistry. 



RN 864673-68-7 HCAPLUS 

CN IH-Imidazo [4, 5-d]pyriclazine-4, 7-dione, 2- I (3R) -3-amino-l-piper idinyl ] -1- ( 2- 
butyn-l-yl) -5, 6-dihydro-5-methyl-6- [ ( 3-methyl-l-isoquinolinyl ) methyl ] -, 
2, 2, 2-trifluoroacetate (1:?) (CA INDEX NAME) 

CM 1 

CRN 864673-67-6 
CMF C26 H29 N7 02 

Absolute stereochemistry. 





CM 



2 



CRN 
CMF 



76-05-1 
C2 H F3 02 
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F 




■C02H 



RN 864673-69-8 HCAPLUS 

CN IH-Imidazo [4, 5-d] pyridazine-4, 7-dione, 2- [ (3R) -3-amino-l-piperidinyl] -1- (2- 
butyn-l-yl)-5,6-dihydro-5-methyl-6-(2-oxo-2-phenylethyl)- (CA INDEX NAME) 

Absolute stereochemistry. 



RN 864673-70-1 HCAPLUS 

CN IH-Imidazo [4, 5-d] pyridazine-4, 7-dione, 2- [ (3R) -3-amino-l-piperidinyl ] -1- ( 2- 
butyn-l-yl) -5, 6-dihydro-5-methyl-6- ( 2-oxo-2-phenylethyl ) -, 
2, 2, 2-trifluoroacetate (1:?) (CA INDEX NAME) 

CM 1 

CRN 864673-69-8 
CMF C23 H26 N6 03 

Absolute stereochemistry. 





CM 



2 



CRN 
CMF 



76- 
C2 



-05-1 
H F3 02 
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F 



F— L ( 



■C02H 



RN 864673-71-2 HCAPLUS 

CN IH-Imidazo [4, 5-d] pyridazine-4, 7-dione, 2- [ (3R) -3-amino-l-piperidinyl] -1- (2- 
butyn-l-yl) -5, 6-dihydro-5-methyl-6- [ (4-methyl-2-quinazolinyl) methyl] - (CA 
INDEX NAME) 

Absolute stereochemistry. 



RN 864673-72-3 HCAPLUS 

CN Benzonitrile, 2- [ [2- [ (3R) -3-amino-l-piperidinyl ] -3- ( 2-butyn-l-yl ) -3 , 4,6,7- 
tetrahydro-6-methyl-4, 7-dioxo-5H-imidazo [4, 5-d]pyridazin-5-yl]methyl] - 
(CA INDEX NAME) 

Absolute stereochemistry. 



RN 864673-73-4 HCAPLUS 

CN IH-Imidazo [4, 5-d] pyridazine-4, 7-dione, 2- [ (3R) -3-amino-l-piperidinyl] -1- (2- 
butyn-l-yl) -5- (2-f luoroethyl) -5, 6-dihydro-6- [ (4-methyl-2- 
quinazolinyDmethyl]- (CA INDEX NAME) 

Absolute stereochemistry. 
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►NH2 



RN 864673-74-5 HCAPLUS 

CN IH-Imidazo [4, 5-d] pyridazine-4, 7-dione, 2- [ (3R) -3-amino-l-piperidinyl ] -1- ( 2- 
butyn-l-yl) -5- (2-f luoroethyl) -5, 6-dihydro-6- [ (4-methyl-2- 
quinazolinyDmethyl]-, 2 , 2 , 2-trif luoroacetate (1:2) (CA INDEX NAME) 

CM 1 

CRN 864673-73-4 
CMF C26 H29 F N8 02 

Absolute stereochemistry. 



Me — c- 




CM 2 

CRN 76-05-1 
CMF C2 H F3 02 



F 

F— L— C02H 



RN 864673-75-6 HCAPLUS 

CN IH-Imidazo [4, 5-d] pyridazine-4, 7-dione, 1- (2-butyn-l-yl) -5, 6-dihydro-5- 
methyl-2- (1-piperazinyl) -6- (4-quinolinylmethyl) - (CA INDEX NAME) 
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RN 864673-76-7 HCAPLUS 

CN IH-Imidazo [4, 5-d] pyridazine-4, 7-dione, 1- (2-butyn-l-yl) -5, 6-dihydro-5- 
methyl-2- (1-piperazinyl) -6- (2-quinolinylmethyl) - (CA INDEX NAME) 




RN 864673-77-8 HCAPLUS 

CN 5H-Imidazo [ 4, 5-d] pyridazine-5-acetic acid, 2- [ (3R) -3-amino-l-piperidinyl] - 
1- (2-butyn-l-yl) -1, 4,6, 7-tetrahydro-6- (1-naphthalenylmethyl) -4, 7-dioxo- 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN 864673-78-9 HCAPLUS 

CN 5H-Imidazo [4, 5-d] pyridazine-5-acetamide, 2- [ (3R) -3-amino-l-piperidinyl] -1- 
( 2-butyn-l-yl) -1, 4,6, 7-tetrahydro-6- (1-naphthalenylmethyl) -4, 7-dioxo- (CA 
INDEX NAME) 

Absolute stereochemistry. 
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RN 864673-79-0 HCAPLUS 

CN IH-Imidazo [4, 5-d] pYridazine-4, 7-dione, 2- [ (3R) -3-amino-l-piperidinyl] -1- (2- 
butyn-l-yl) -5, 6-dihydro-6- ( 1-naphthalenylmethyl ) -5- (3-pyridinylmethyl) - 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN 864673-80-3 HCAPLUS 

CN IH-Imidazo [4, 5-d] pyridazine-4, 7-dione, 2- [ (3R) -3-amino-l-piperidinyl] -1- (2- 
butyn-l-yl) -5, 6-dihydro-6- (1-naphthalenylmethyl) -5- ( 2-propyn-l-yl ) - (CA 

INDEX NAME) 

Absolute stereochemistry. 




CN IH-Imidazo [4, 5-d] pyridazine-4, 7-dione, 2- [ (3R) -3-amino-l-piperidinyl] -1- (2- 
butyn-l-yl) -5, 6-dihydro-6- (1-naphthalenylmethyl) -5- ( 4-pyridinylmethyl ) - 
(CA INDEX NAME) 

Absolute stereochemistry. 
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IT 864673"3i"4P, (R) -1- (But-2-ynyl ) -2- [3- [ (tert- 

butoxycarbonyl) amino] piperidin-l-yl] -5-cyanomethyl-6- [ (quinolin-2- 
yl)methyl] -5, 6-dihydro-lH-imidazo [4, 5-d] pyridazine-4, 7-dione 
864673-32-5P, (R) -1- (But-2-ynyl ) -2- [3- [ (tert- 

butoxycarbonyl ) amino] piperidin-l-yl] -5-methyl-6- [ (quinolin-2-yl ) methyl] - 
5, 6-dihydro-lH-imidazo [4, 5-d] pyridazine-4, 7-dione 864673-33 -bP, 
(R) -1- (But-2-ynyl) -2- [3- [ (tert-butoxycarbonyl) amino]piperidin-l-yl] -5- 
(prop-2-enyl ) -6- [ (quinolin-2-yl)methyl] -5, 6-dihydro-lH-imidazo [4,5- 
d] pyridazine-4, 7-dione 86 46 73-3 4- 7p, (R) -l- (But-2-ynyl ) -2- [3- 
[ (tert-butoxycarbonyl) amino]piperidin-l-yl] -5- (phenylmethyl ) -6- [ (quinolin- 
2-yl)methyl] -5, 6-dihydro-lH-imidazo [4, 5-d] pyridazine-4 , 7-dione 
864673-35-8P, (R) -1- (But-2-ynyl) -2- [3- [ (tert- 
butoxycarbonyl ) amino] piperidin-l-yl] -5-methyl-6- [ (naphth-l-yl ) methyl] -5,6- 
dihydro-lH-imidazo [4, 5-d] pyridazine-4, 7-dione 864673--56-5P, 
(R) -1- (But-2-ynyl) -2- [3- [ (tert-butoxycarbonyl) amino] piperidin-l-yl] -5- 
[ (tert-butoxycarbonyl)methyl] -6- [ (quinolin-2-yl ) methyl ] -5, 6-dihydro-lH- 
imidazo [4, 5-d] pyridazine-4, 7-dione 3b46 ?3-37-- OP, 

(R) -1- (But-2-ynyl) -2- [3- [ (tert-butoxycarbonyl) amino] piperidin-l-yl] -5- 
[ (aminocarbonyl) methyl] -6- [ (quinolin-2-yl ) methyl ] -5, 6-dihydro-lH- 
imidazo [4, 5-d] pyridazine-4, 7-dione 8S467'3--38-lP, 

(R) -1- (But-2-ynyl) -2- [3- [ (tert-butoxycarbonyl) amino] piperidin-l-yl] -5- 
[ (pyridin-3-yl)methyl] -6- [ (quinolin-2-yl)methyl] -5, 6-dihydro-lH- 

imidazo [4, 5-d] pyridazine-4, 7-dione 864673-39-2P, 

(R) -1- (But-2-ynyl) -2- [3- [ ( tert-butoxycarbonyl ) amino] piper idin-l-yl ] -5- 
(prop-2-ynyl )-6-[ (quinolin-2-yl) methyl] -5, 6-dihydro-lH-imidazo [4,5- 
d] pyridazine-4, 7-dione 8 6 4673- 40 -5P, (R) -1- (But-2-ynyl ) -2- [3- 
[ (tert-butoxycarbonyl) amino] piperidin-l-yl ] -5- [ (pyridin-4-yl)methyl] -6- 
[ (quinolin-2-yl ) methyl ] -5, 6-dihydro-lH-imidazo [4, 5-d] pyridazine-4, 7-dione 

3 '0- , (R) -l-(But-2-ynyl) -2- [3- [ (tert- 
butoxycarbonyl ) amino] piperidin-l-yl] -5-methyl-6- ( 2 -phenyl su If onyl ethyl ) - 
5, 6-dihydro-lH-imidazo [4, 5-d] pyridazine-4, 7-dione S64673--42-7P, 
(R) -1- (But-2-ynyl) -2- [3- [ ( tert-butoxycarbonyl ) amino] piperidin-l-yl ] -5- ( 2- 
f luoroethyl) -6- ( 2-phenylsulf onylethyl ) -5, 6-dihydro-lH-imidazo [4,5- 
d]pyridazine-4, 7-dione 864673-43-3?, (R) -1- (But-2-ynyl ) -2- [3- 
[ (tert-butoxycarbonyl) amino] piperidin-l-yl ] -5-methyl-5, 6-dihydro-lH- 
imidazo [4, 5-d] pyridazine-4, 7-dione 864673-44--9P, 

(R) -1- (But-2-ynyl) -2- [3- [ (tert-butoxycarbonyl) amino]piperidin-l-yl] -5- (2- 
f luoroethyl) -5, 6-dihydro-lH-imidazo [4, 5-d] pyridazine-4, 7-dione 
864S73-45-0P, (R) -1- (But-2-ynyl ) -2- [3- [ (tert- 
butoxycarbonyl) amino]piperidin-l-yl] -5-methyl-6- [ (3-methylisoquinolin-l- 
yl)methyl] -5, 6-dihydro-lH-imidazo [4, 5-d] pyridazine-4, 7-dione 

^ . \ (R) -l-(But-2-ynyl) -2- [3- [ (tert- 
butoxycarbonyl ) amino] piperidin-l-yl ] -5-methyl-6- [ (phenyl car bony 1 ) methyl] - 
5, 6-dihydro-lH-imidazo [4, 5-d]pyridazine-4, 7-dione ^ ^ 
(R) -1- (But-2-ynyl) -2- [3- [ (tert-butoxycarbonyl) amino] piperidin-l-yl ] -5- 
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methyl-6- [ ( 4-methYlquinazolin-2-yl) methyl] -5, 6-dihydro-lH-imidazo [4,5- 
d]pyridazine-4, 7-dione 864673-48-3P, (R) -1- (But-2-ynyl ) -2- [3- 
[ (tert-butoxycarbonyl) amino] piper idin-l-yl] -5-methyl-6- (2-cyanobenzyl) -5, 6- 
dihydro-lH-imidazo [4, 5-d] pyridazine-4, 7-dione 864673--43-4P, 
(R) -1- (But-2-ynyl) -2- [3- [ (tert-butoxycarbonyl) amino]piperidin-l-yl] -5- (2- 
f luoroethyl) -6- [ (4-methylquinazolin-2-yl)methyl] -5, 6-dihydro-lH- 
imidazo [4, 5-d] pyridazine-4, 7-dione 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 

(Reactant or reagent) 

(preparation of imidazopyridazinediones as DPP-IV inhibitors) 

RN 864673-31-4 HCAPLUS 

CN Carbamic acid, [ ( 3R) -1- [ 1- ( 2-butynyl ) -5- ( cyanomethyl ) -4 , 5 , 6 , 7-tetrahydro- 
4, 7-dioxo-6- (2-quinolinylmethyl) -IH-imidazo [4, 5-d] pyr idazin-2-yl ] -3- 
piperidinyl]-, 1 , 1-dimethylethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




■OBu-t 



RN 864673-32-5 HCAPLUS 

CN Carbamic acid, [ (3R) -1- [1- (2-butynyl) -4, 5, 6, 7-tetrahydro-5-methyl-4, 7- 
dioxo-6- (2-quinolinylmethyl) -IH-imidazo [4, 5-d] pyridazin-2-yl ] -3- 
piperidinyl]-, 1 , 1-dimethylethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 864673-33-6 HCAPLUS 

CN Carbamic acid, [ (3R) -1- [1- (2-butynyl) -4, 5, 6, 7-tetrahydro-4, 7-dioxo-5- (2- 
propenyl) -6- (2-quinolinylmethyl) -IH-imidazo [4, 5-d] pyridazin-2-yl ] -3- 
piperidinyl] -, 1 , 1-dimethylethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 864673-34-7 HCAPLUS 

CN Carbamic acid, [ (3R) -1- [1- (2-butynyl) -4, 5, 6, 7-tetrahydro-4, 7-dioxo-5- 

(phenylmethyl) -6- ( 2-quinolinylmethyl ) -IH-imidazo [4, 5-d] pyridazin-2-yl] -3- 
piperidinyl]-, 1 , 1-dimethylethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 864673-35-8 HCAPLUS 

CN Carbamic acid, [ (3R) -1- [1- (2-butynyl) -4, 5, 6, 7-tetrahydro-5-methyl-6- (1- 
naphthalenylmethyl ) -4, 7-dioxo-lH-imidazo [4, 5-d] pyr idazin-2-yl ] -3- 
piperidinyl]-, 1 , 1-dimethylethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 864673-36-9 HCAPLUS 

CN 5H-Imidazo [4, 5-d]pyridazine-5-acetic acid, 1- (2-butyn-l-yl) -2- [ (3R) -3- 

[ [ (1, 1-dimethylethoxy) carbonyl] amino] -1-piperidinyl] -1,4,6, 7-tetrahydro- 
4, 7-dioxo-6- (2-quinolinylmethyl) -, 1 , 1-dimethylethyl ester (CA INDEX 
NAME) 

Absolute stereochemistry. 
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RN 864673-37-0 HCAPLUS 

CN Carbamic acid, [ (3R) -1- [5- (2-amino-2-oxoethyl) -1- (2-butynyl) -4, 5, 6, 7- 

tetrahydro-4, 7-dioxo-6- ( 2-quinolinylmethyl ) -IH-imidazo [4, 5-d] pyridazin-2- 
yl]-3-piperidinyl]-, 1 , 1-dimethylethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Me C- 




RN 864673-38-1 HCAPLUS 

CN Carbamic acid, [ (3R) -1- 1 1- ( 2-butynyl) -4, 5, 6, 7-tetrahydro-4, 7-dioxo-5- (3- 

pyridinylmethyl ) -6- (2-quinolinylmethyl) -IH-imidazo [4, 5-d] pyridazin-2-yl ] -3- 
piperidinyl] -, 1 , 1-dimethylethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 864673-39-2 HCAPLUS 

CN Carbamic acid, [ (3R) -1- [1- (2-butynyl) -4, 5, 6, 7-tetrahydro-4, 7-dioxo-5- (2- 
propynyl) -6- (2-quinolinylmethyl) -IH-imidazo [4, 5-d] pyridazin-2-yl] -3- 
piperidinyl]-, 1 , 1-dimethylethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 864673-40-5 HCAPLUS 

CN Carbamic acid, [ (3R) -1- [1- (2-butynyl) -4, 5, 6, 7-tetrahydro-4, 7-dioxo-5- (4- 

pyridinylmethyl) -6- ( 2-quinolinylmethyl ) -IH-imidazo [4, 5-d] pyridazin-2-yl] -3- 
piperidinyl]-, 1 , 1-dimethylethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 864673-41-6 HCAPLUS 

CN Carbamic acid, [ (3R) -1- [1- (2-butynyl) -4, 5, 6, 7-tetrahydro-5-methyl-4, 7- 
dioxo-6- [2- (phenylsulf onyl) ethyl] -IH-imidazo [4, 5-d] pyridazin-2-yl] -3- 
piperidinyl]-, 1 , 1-dimethylethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 864673-42-7 HCAPLUS 

CN Carbamic acid, [ (3R) -1- [1- (2-butynyl) -5- (2-f luoroethyl) -4, 5, 6, 7-tetrahydro- 
4, 7-dioxo-6- [2- (phenylsulf onyl ) ethyl] -IH-imidazo [4, 5-d] pyridazin-2-yl] -3- 
piperidinyl]-, 1 , 1-dimethylethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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Ph 




■OBu-t 



RN 864673-43-8 HCAPLUS 

CN Carbamic acid, [ (3R) -1- [1- (2-butynyl) -4, 5, 6, 7-tetrahydro-5-methyl-4, 7- 

dioxo-lH-imidazo [4, 5-d] pyridazin-2-yl] -3-piperidinyl] -, 1, 1-dimethylethyl 
ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 864673-44-9 HCAPLUS 

CN Carbamic acid, [ (3R) -1- [1- (2-butynyl) -5- (2-f luoroethyl) -4, 5, 6, 7-tetrahydro- 
4, 7-dioxo-lH-imidazo [4, 5-d] pyridazin-2-yl] -3-piperidinyl] -, 
1, 1-dimethylethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 864673-45-0 HCAPLUS 

CN Carbamic acid, [ (3R) -1- [1- (2-butynyl) -4, 5, 6, 7-tetrahydro-5-methyl-6- [ (3- 

methyl-l-isoquinolinyl)methyl] -4, 7-dioxo-lH-imidazo [4, 5-d] pyridazin-2-yl] - 
3-piperidinyl]-, 1 , 1-dimethylethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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Me C- 



Me 




•OBu-t 



RN 864673-46-1 HCAPLUS 

CN Carbamic acid, [ (3R) -1- [1- (2-butynyl) -4, 5, 6, 7-tetrahydro-5-methyl-4, 7- 
dioxo-6- (2-oxo-2-phenylethyl) -IH-imidazo [4, 5-d] pyridazin-2-yl] -3- 
piperidinyl]-, 1 , 1-dimethylethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 864673-47-2 HCAPLUS 

CN Carbamic acid, [ (3R) -1- [1- (2-butynyl) -4, 5, 6, 7-tetrahydro-5-methyl-6- [ (4- 

methyl-2-quinazolinyl)methyl] -4, 7-dioxo-lH-imidazo [4, 5-d] pyridazin-2-yl] -3- 
piperidinyl]-, 1 , 1-dimethylethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 864673-48-3 HCAPLUS 

CN Carbamic acid, [ (3R) -1- [1- (2-butynyl) -6- [ (2-cyanophenyl)methyl] -4, 5, 6, 7- 
tetrahydro-5-methyl-4, 7-dioxo-lH-imidazo [4, 5-d] pyridazin-2-yl] -3- 
piperidinyl]-, 1 , 1-dimethylethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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■OBu-t 



RN 864673-49-4 HCAPLUS 

CN Carbamic acid, [ (3R) -1- [1- (2-butynyl) -5- (2-f luoroethyl) -4, 5, 6, 7-tetrahydro- 
6- [ (4-methyl-2-quinazolinyl)methyl]-4, 7-dioxo-lH-imidazo [4, 5-d] pyridazin-2- 
yl]-3-piperidinyl]-, 1 , 1-dimethylethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 
PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2004:1080909 HCAPLUS Full-text 

142:56329 

Preparation of IH-imidazo [ 4 , 5-d] pyr idazines as DPP-IV 

inhibitors for the treatment of NIDDM 

Kuroda, Akio; Sawada, Yuki; Wada, Aiko 

Fujisawa Pharmaceutical Co., Ltd., Japan 

PCT Int. Appl., 32 pp. 

CODEN: PIXXD2 

Patent 

English 



PATENT NO. KIND DATE APPLICATION NO. DATE 
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PRIORITY APPLN. INFO.: AU 2003-902828 A 20030605 

OTHER SOURCE(S): CASREACT 142:56329; MARPAT 142:56329 

GI 




AB The title compds . I [X and Y independently = 0, S, substituted imino; Rl and 
R2 independently = H or ( lower ) alkyl ; R3 = ( lower ) alkenyl , etc.; R4 and R5 
independently = H or ( lower ) alkyl ; n = 0, 1, 2, 3 or 4J were prepared to 
inhibit DPP-IV activity. They are therefore useful in the treatment of 
conditions mediated by DPP-IV, such as NIDDM. Thus, 2-bromo-l- ( 2- 
chlorobenzyl) -lH-imidazole-4, 5-dicarboxylic acid, prepd from di-Me IH- 
imidazole-4, 5-dicarboxylate, was cyclized with 1 , 2-dimethylhydrazine 
dihydrochloride followed by reaction with tert-Bu (S)-3- piperidinecarbamate 
and then hydrolysis to give the IH-imidazo [4, 5- djpyridazine deriv II. 

IT 808736-S6-5P 808736--71-2P 80S73S-76 --7P 
808736-78-9P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); BIOL 
(Biological study); PREP (Preparation) 

(preparation of IH-imidazo [4, 5-d]pyridazines as DPP-IV inhibitors for 
treatment of NIDDM) 
RN 808736-66-5 HCAPLUS 

CN IH-Imidazo [4, 5-d] pyridazine-4, 7-dione, 2- [ (3S) -3-amino-l-piperidinyl] -1- 
[ ( 2-chlorophenyl ) methyl] -5, 6-dihydro-5, 6-dimethyl-, hydrochloride (1:2) 

(CA INDEX NAME) 

Absolute stereochemistry. 
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NH2 
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Me- 



Me 





#2 HCl 



RN 808736-71-2 HCAPLUS 

CN IH-Imidazo [4, 5-d] pyridazine-4, 7-dione, 2- [ (3S) -3-amino-l-piperidinyl ] -5, 6- 
dihydro-5, 6-dimethyl-l- (3-methyl-2-buten-l-yl) -, hydrochloride (1:2) (CA 
INDEX NAME) 

Absolute stereochemistry. 



RN 808736-76-7 HCAPLUS 

CN IH-Imidazo [4, 5-d] pyridazine-4, 7-dione, 2- [ (3S) -3-amino-l-piperidinyl] -5, 6- 
dihydro-5, 6-dimethyl-l- (phenylmethyl) -, hydrochloride (1:2) (CA INDEX 

NAME) 

Absolute stereochemistry. 




#2 HCl 




#2 HCl 
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RN 808736-78-9 HCAPLUS 

CN IH-Imidazo [4, 5-d] pyridazine-4, 7-dione, 2- [ (3R) -3-amino-l-piperidinyl] -5, 6- 
dihydro-5, 6-dimethyl-l- (3-methyl-2-buten-l-yl) -, hydrochloride (1:2) (CA 
INDEX NAME) 

Absolute stereochemistry. 




#2 HCl 



IT -"^ " ^ - ^ " . -^o^ZC /j 61' 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); PACT 
(Reactant or reagent) 

(preparation of IH-imidazo [4, 5-d]pyridazines as DPP-IV inhibitors for 
treatment of NIDDM) 
RN 808736-65-4 HCAPLUS 

CN Carbamic acid, [ (3S) -1- [1- [ (2-chlorophenyl)methyl] -4, 5, 6, 7-tetrahydro-5, 6- 
dimethyl-4, 7-dioxo-lH-imidazo [4, 5-d] pyridazin-2-yl] -3-piperidinyl ] -, 
1, 1-dimethylethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 808736-70-1 HCAPLUS 

CN Carbamic acid, [ (3S) -1- [4, 5, 6, 7-tetrahydro-5, 6-dimethyl-l- (3-methyl-2- 
butenyl) -4, 7-dioxo-lH-imidazo [4, 5-d] pyridazin-2-yl] -3-piperidinyl] -, 
1, 1-dimethylethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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Me' 



Me^ 




RN 808736-75-6 HCAPLUS 

CN Carbamic acid, [ (3S) -1- [4, 5, 6, 7-tetrahydro-5, 6-dimethyl-4, 7-dioxo-l- 
(phenylmethyl) -IH-imidazo [4, 5-d] pyridazin-2-yl] -3-piperidinyl] -, 
1, 1-dimethylethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 808736-77-8 HCAPLUS 

CN Carbamic acid, [ (3R) -1- [4, 5, 6, 7-tetrahydro-5, 6-dimethyl-l- (3-methyl-2- 
butenyl) -4, 7-dioxo-lH-imidazo [4, 5-d] pyridazin-2-yl] -3-piperidinyl] -, 
1, 1-dimethylethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 808736-79-0 HCAPLUS 

CN Carbamic acid, [ (3R) -1- [4, 5, 6, 7-tetrahydro-5, 6-dimethyl-l- (3-methyl-2- 

butenyl) -7-oxo-4-thioxo-lH-imidazo [4, 5-d] pyridazin-2-yl] -3-piperidinyl] -, 
1, 1-dimethylethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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Me' 



Me^ 




REFERENCE COUNT: 



THERE ARE 4 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



=> => d Stat que 129 
LI STR 



O 13 G2 14 



5 




■11 



REP Gl=(2-10) A 
VAR G2=AK/Cy 
NODE ATTRIBUTES: 
DEFAULT MLEVEL IS ATOM 
DEFAULT ECLEVEL IS LIMITED 

GRAPH ATTRIBUTES: 

RING(S) ARE ISOLATED OR EMBEDDED 
NUMBER OF NODES IS 14 

STEREO ATTRIBUTES: NONE 

L3 411 SEA FILE=REGISTRY SSS FUL LI 

L4 STR 

0 13 G2 14 



REP Gl=(2-10) A 
VAR G2=AK/CY 
NODE ATTRIBUTES: 
DEFAULT MLEVEL IS ATOM 
DEFAULT ECLEVEL IS LIMITED 

GRAPH ATTRIBUTES: 

RING(S) ARE ISOLATED OR EMBEDDED 
NUMBER OF NODES IS 14 




6 



9 



5 
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STEREO ATTRIBUTES: NONE 



L5 344 SEA FILE=REGISTRY SUB=L3 SSS FUL L4 

L6 15 SEA FILE=HCAPLUS ABB=ON PLU=ON L5 

L9 67 SEA FILE=REGISTRY ABB=ON PLU=ON L3 NOT L5 

LIO 2 SEA FILE=HCAPLUS ABB=ON PLU=ON L9 

Lll 2 SEA FILE=HCAPLUS ABB=ON PLU=ON LIO NOT L6 

L12 246 SEA FILE=HCAPLUS ABB=ON PLU=ON YOSHIKAWA S/AU OR YOSHIKAWA S 

?/AU OR YOSHIKAWA SEIJI/AU 
L13 16 SEA FILE=HCAPLUS ABB=ON PLU=ON ("EMORI E"/AU OR "EMORI 

EITA'VAU) 

L14 48 SEA FILE=HCAPLUS ABB=ON PLU=ON "MATSUURA F"/AU OR MATSUURA F 

?/AU OR "MATSUURA FUMI YOSHI " /AU 
L15 2821 SEA FILE=HCAPLUS ABB=ON PLU=ON "CLARK RICHARD"/AU OR CLARK 

RICHARD ?/AU OR CLARK R/AU OR CLARK R ?/AU 
L16 192 SEA FILE=HCAPLUS ABB=ON PLU=ON IKUTA H/AU OR IKUTA HIRONORI/A 

U 

L17 28 SEA FILE=HCAPLUS ABB=ON PLU=ON KIRA K/AU OR "KIRA KAZUNOBU"/A 

U 

LI 8 297 SEA FILE=HCAPLUS ABB=ON PLU=ON "YASUDA NOBUYUKI"/AU OR 

YASUDA N/AU 

L19 51 SEA FILE=HCAPLUS ABB=ON PLU=ON ( "NAGAKURA T"/AU OR "NAGAKURA 

TADASHI'VAU) 

L20 631 SEA FILE=HCAPLUS ABB=ON PLU=ON "YAMAZAKI KAZUTO"/AU OR 

YAMAZAKI K/AU OR YAMAZAKI K ?/AU 
L21 14 SEA FILE=HCAPLUS ABB=ON PLU=ON L12 AND (L13 OR L14 OR L15 OR 

L16 OR L17 OR L18 OR L19 OR L20) 
L22 10 SEA FILE=HCAPLUS ABB=ON PLU=ON L13 AND (L14 OR L15 OR L16 OR 

L17 OR L18 OR L19 OR L20) 
L23 17 SEA FILE=HCAPLUS ABB=ON PLU=ON L14 AND (L15 OR L16 OR L17 OR 

L18 OR L19 OR L20) 

L24 16 SEA FILE=HCAPLUS ABB=ON PLU=ON LI 5 AND (L15 OR L17 OR L18 OR 

L19 OR L20) 

L25 9 SEA FILE=HCAPLUS ABB=ON PLU=ON L16 AND (L17 OR L18 OR L19 OR 

L20) 

L26 10 SEA FILE=HCAPLUS ABB=ON PLU=ON L17 AND (LIB OR L19 OR L20) 

L27 18 SEA FILE=HCAPLUS ABB=ON PLU=ON LIB AND (L19 OR L20) 

L28 16 SEA FILE=HCAPLUS ABB=ON PLU=ON L19 AND L20 

L29 35 SEA FILE=HCAPLUS ABB=ON PLU=ON (L21 OR L22 OR L23 OR L24 OR 

L25 OR L26 OR L27 OR L28) NOT (L6 OR Lll) 



=> d ibib abs hitstr 129 1-35 
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HCAPLUS COPYRIGHT 2008 ACS on STN 

2007:1387236 HCAPLUS Full-text 
148:528970 

Phase I Study of S-1 Combined with Irinotecan (CPT-11) 

in Patients with Advanced Colorectal Cancer 

Tsunoda, A.; Yasuaa, , ; Nakao, K.; Narita, K.; 

Yaniazai:,:!,, K,; Watanabe, M. ; Suzuki, N.; Kusano, M. 

Department of General and Gastroenterological Surgery, 

Showa University School of Medicine, Tokyo, Japan 

Oncology (2007), 72(1-2), 58-63 

CODEN: ONCOBS; ISSN: 0030-2414 

S. Karger AG 

Journal 

English 
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AB Purpose: To determine the maximum tolerated dose, recommended dose and dose- 
limiting toxicities of irinotecan plus S-1 in advanced colorectal cancer. 
Patients and Methods: S-1 was administered orally at 80 mg/m2/day for 21 
consecutive days followed by a 2-wk rest. CPT-11 was given i.v. on days 1 and 
15 of each course, at an initial dose of 60 mg/m2/day, stepping up to 80, 100, 
120 or 140 mg/m2/day. Courses were repeated every 5 wk, unless disease 
progression or severe toxicities were observed Results: A total of 20 
patients were entered in this study. The maximum tolerated dose of CPT-11 was 
considered to be 100 mg/m2, because 2 of 3 patients developed dose-limiting 
toxicities, such as anorexia, fatigue and diarrhea. Therefore, the 
recommended dose of CPT-11 was set at 80 mg/m2 . Tumor responses were seen in 8 
of 14 patients with measurable lesions. Conclusion: A combination of S-1 with 
CPT-11 is safe and can be recommended for further phase II studies in patients 
with advanced colorectal cancer. 



L29 ANSWER 2 OF 35 HCAPLUS COPYRIGHT 2008 ACS on STN 
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DOCUMENT NUMBER: 147:427349 

TITLE: Preparation of triazolone derivatives as blood 

coagulation factor Vila inhibitors 
INVENTOR(S): Clark, Richard; Matsuura, Fumiyosihi; Kira, 

Kazimobu; Hirota, Shinsuke; Azuma, Hiroshi; 

Nagakura, Tadashi; Horizoe, Tatsuo; Tabata, Kimiyo; 

Kusano, Kazutomi; Omae, Takao; Inoue, Atsushi 
PATENT ASSIGNEE(S): Eisai R&D Management Co., Ltd., Japan 

SOURCE: PCT Int. Appl . , 663pp. 

CODEN: PIXXD2 
DOCUMENT TYPE: Patent 
LANGUAGE: Japanese 
FAMILY ACC. NUM. COUNT: 1 
PATENT INFORMATION: 

PATENT NO. KIND DATE APPLICATION NO. DATE 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 



AB The title compds., i.e. 4- [ [ [ (hetero) aryl] (5-oxo-4, 5-dihydro-lH-triazol-2- 
yl) methyl] amino] benzamidine derivs. [I; Rla, Rib, Rlc, Rid = H, HO, Cl-6 
alkyl, halo; R2 = each (un) substituted C6-10 aryl, 5- to 10-membered 
heteroaryl, or 9- to 12-membered benzene-fused ring group; R3 = each 
(un) substituted 5- or 6-membered nonarom. heterocyclyl , C6-10 aryl, or 5- to 
10-membered heteroaryl; Zl, Z2 = H] , enantiomers thereof, salts thereof, and 
their hydrates are prepared These compds. shovj excellent inhibitory activity 
against blood coagulation factor Vila and appropriate physicochem. stability 
and are useful as therapeutic agents and/or preventives for diseases caused by 
clot formation (thrombogenesis) , in particular thrombosis, deep vain 
thrombosis, pulmonary thrombosis, cerebral infarction, myocardial infarction, 
acute coronary syndrome, vascular restenosis, disseminated intravascular 
coagulation, and malignant tumors. Thus, a solution of 90 mg [2- (8-Methoxy- 
4H-benzo [1,3] dioxin-6-yl) -2- [4- (5-methyl- [1,2,4] oxadiazol-3-yl ) phenylimino] - 
1- methylsulf anylethylidene] carbamic acid Me ester in 1 mL DMF was treated 
with 32 mg 3-hydrazinothiophene-2-carboxylic acid Me ester and 0.030 mL Et3N, 
stirred at 85° for 20 h, concentrated, dissolved in 0.1 mL AcOH, 0 . 8 mL MeOH, 
and 0.8 mL THF, treated with 100 mg sodium cyanoborohydride, and stirred at 
room temperature for 18.5 h, followed by purification by HPLC to give a crude 
product. The crude product was stirred with 100 mg Fe powder in a 1:1:1 
mixture of MeOH, H20, and AcOH (3 mL) , stirred at 65° for 16 h, followed by 
purification using reversed phase HPLC to give 3-(3-[(4- 

carbamimidoylphenylamino) ( 8-methoxy-4H-benzo [1, 3 ] dioxin-6-yl ) methyl] -5-oxo- 
4, 5-dihydro-lH- [1, 2, 4] triazol-l-yl) thiophene-2-carboxylic acid Me ester 
acetate (II) which was separated by HPLC using a SUMICHIRAL OA-2500 column to 
give (R)- and (S)-II. II showed IC50 of 0.0012 pM against blood coagulation 
factor Vila. 
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- (6-methoxy-pyridin-3-yl) -6-piperazin-l-yl-7 , 9-dihydro-purin- 8- 
) is a novel dipeptidyl peptidase (DPP) -IV inhibitor discovered 
In this study, we have characterized this DPP-IV inhibitor in 
ivo as an antidiabetic agent. The trif luoroacetate salt form of 
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ER-319711, ER-319711-15, inhibited human DPP-IV with an IC50 value of 0.089 
)iM, whereas its IC50 values toward human DPP8 and DPP9 were >100 )iM. 
Inhibition kinetic pattern anal, indicated that ER-319711-15 inhibited DPP-IV 
in a competitive manner. ER-319711-15 (1 mg/kg) reduced glucose excursion in 
an oral glucose tolerance test (OGTT) using Zucker fa/fa rats, with 
significant increases in plasma insulin and active glucagon-like peptide-1 
levels. In an OGTT using mice fed a high-fat diet in which ER-319711-15 (0.1- 
10 mg/kg) was orally administered at 0 h, and glucose was loaded at 0 and 5 h, 
this compound improved glucose tolerance dose dependently at both 0- and 5-h 
glucose loading. Next, we compared efficacy of ER-319711-15, E3024, a 
competitive DPP-IV inhibitor having an imidazopyridazinone structure, or 
vildagliptin, a slow-binding and long-acting DPP-IV inhibitor, at the same 
dose, 10 mg/kg, in the same procedures. At the first glucose challenge, all 
compds . lowered area under the curve (AUG) values of delta blood glucose 
between 0 and 2 h significantly to the same degree. At the second glucose 
load, the AUG values between 5 and 7 h were significantly decreased by ER- 
319711-15 and vildagliptin, but not by E3024. Therefore, ER-319711 might be a 
potent, competitive, and selective DPP-IV inhibitor with an antihyperglycemic 
activity. 
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AB Compds . represented by the general formula (I) or salts thereof, or hydrates 

of both [Rla, Rib, Rlc, Rid = H, halo, Cl-6 alkyl; R2 = (un) substituted Ph; R3 
= H, Cl-6, each (un) substituted C3-8 cycloalkyl, 5- or 6-membered nonarom. 
heterocyclyl, C6-10 aryl, 5- or 6-membered heteroaryl, C6-10 arylmethyl, C6-10 
arylamino, 5- to IQ-membered heteroarylmethyl , or 5- to 10-membered 
heteroarylamino; Zl, Z2, Z3 = H, Cl-6 alkyl; X = a single bond, S(0)2, CO, 
C(S)] are prepared These compds. are safe and have moderate physicochem. 
stability and useful as preventive or therapeutic agents for diseases caused 
by thrombus formation including thrombosis, deep venous thrombosis, pulmonary 
embolism, cerebral infarction, myocardial infarction, vascular restenosis, 
disseminated intravascular coagulation, and malignant tumor. Thus, a mixture 
of 3-chloroisonicotinic acid 5.2, l-ethyl-3- (3-dimethylaminopropyl) carbodiimi 
de hydrochloride 6.1, 1-hydroxybenzotriazole monohydrate 4.9, and 0.6 mL DMF 
was stirred at 0° for 1 h, treated with 15 mg 4- [ [ [ [N ' - [3-ethoxy-4- ( 2- 
methoxyethoxy) phenyl] hydrazine] carbonyl] methyl] ami no] benzamidine 
dihydrochloride, and stirred at room temperature overnight to give 28% 4-[[2- 
[N' - [ (3-Chloropyridin-4-yl) carbonyl] hydrazine] -1- [3-ethoxy- 4- (2- 
methoxyethoxy) phenyl] -2-oxoethyl] amino] benzamidine trif luoroacetate (II). II 
in vitro showed IC50 of 0.049 mM against blood coagulation factor Vila. 
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involvement of DPP-IV in diabetes mellitus, and effects and adverse effect of 
DPP-IV inhibitors for treatment of type 2 diabetes mellitus. 
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Conference; Meeting Abstract 
English 

GLP-1 is an incretin released from L cells in the gut in response to the oral 
ingestion of nutrients. It has multiple actions contributing to normalization 
of elevated blood glucose levels, but is rapidly processed by dipeptidyl 
peptidase IV (DPP-IV), leading to an extremely short active half-life. 
Inhibition of DPP-IV is therefore expected to be beneficial in the treatment 
of diabetes. A compound identified from HTS of an inhouse library was 
developed into several series of potent and selective DPP-IV competitive 
inhibitors, leading to the identification of several promising candidates for 
clin. introduction. This poster will describe the SARs for these compds . , and 
also outline their biol. properties. 
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n released from L cells in the gut in response to the oral 
nts. It has multiple actions contributing to normalization 
elevated blood glucose levels, but is rapidly processed by dipeptidyl 
peptidase IV (DPP-IV), leading to an extremely short active half-life. 
Inhibition of DPP-IV is therefore expected to be beneficial in the treatment 
of diabetes. As part of an effort to develop novel inhibitors of DPP-IV, a 
systematic study using a byproduct (produced during the large scale synthesis 
of ER-260891) as a lead compound has been performed and resulted in some 
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promising compds . It should be noted that a byproduct (only 0.34 % yield) 
changed into a powerful lead compound 
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An incretin hormone, glucagon-like peptide-1 (GLP-1), has been shown to lower 
plasma glucose via glucose-dependent insulin secretion and to reduce appetite. 
The authors previously found that the biguanide metformin, an antidiabetic 
agent, causes a significant increase of plasma active GLP-1 level in the 
presence of dipeptidyl peptidase IV (DPPIV) inhibitor in normal rats. This 
finding suggested that the combination treatment might produce a greater 
antidiabetic and anorectic effect, based on enhanced GLP-1 action. In this 
study, the authors assessed the effects of subchronic treatment with metformin 
and a DPPIV inhibitor, valine-pyrrolidide (val-pyr), on glycemic control, food 
intake, and weight gain using Zucker fa/fa rats, a model of obesity and 
impaired glucose tolerance. The combination treatment caused a significant 
increase of GLP-1 level in Zucker fa/fa rats. In a subchronic study, val-pyr, 
metformin, or both compds. were administered orally b.i.d. for 14 days. The 
combination treatment significantly decreased food intake and body weight 
gain, although neither metformin nor val-pyr treatment alone had any effect. 
In an oral glucose tolerance test on day 1, the coadministration caused a 
greater improvement of glucose tolerance and a prominent increase of plasma 
active GLP-1 without marked insulin secretion. The 14-day combination 
treatment produced a potent reduction of fasting blood glucose and plasma 
insulin levels. These results demonstrate that the combination therapy of 
metformin with DPPIV inhibitor leads to reduced food intake and body weight 
gain, most likely through the significant increase of plasma GLP-1 level. The 
combination therapy seems to be a good candidate for treatment of type 2 
diabetes with obesity. 
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AB Title compds. I [wherein Tl = (un) substituted 1-2 nitrogen containing cyclic 
ring; XI = (un) substituted alkyl, alkenyl, (hetero) allyl, etc.; X3 = 0, S, 
(un) substituted amino; Zl = N or CR3; Z2, Z3 = independently N, CRl, CO, NR2 ; 
R1-R3, X2 = H, (un) substituted heterocyclic ring or (un) substituted alkylene; 
and their salts or hydrates thereof] were prepared as dipeptidylpeptidase IV 
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(DPP-IV) inhibitors. For example, II»CF3C02H was prepared in 6-steps 
synthesis starting from 3 , 7-dihydro-3-methyl-lH- purine-2 , 6-dione . I showed 
DPP-IV inhibition with the IC50 value of 0.0029-89.5 )iM. Thus, I and their 
pharmaceutical compns. are useful as DPP-IV inhibitors for the treatment of 
diabetes mellitus, obesity, hyperlipemia, and etc. (no data) . 
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AB Glucagon-like peptide 2 (GLP-2), which has intestinotrophic effects, is 

secreted from L-cells in the intestine in response to nutrient ingestion and 
is degraded by dipeptidyl peptidase IV (DPPIV) . In this report, we show that 
biguanides promote GLP-2 release. Plasma GLP-2 levels were significantly 
increased by 1.4- to 1.6-fold in fasted F344 rats 1 h after oral meformin (300 
mg/kg) , phenformin (30 and 100 mg/kg) and buformin (100 mg/kg) treatment. In 
addition, metformin administration (300 mg/kg, p.o.) significantly elevated 
plasma GLP-2 in fasted CD-I mice by about 2.0-fold 1 and 3 h after the 
treatment. Metformin and/or valine-pyrrolidide, a DPPIV inhibitor, was orally 
given (300 and 30 mg/kg, resp., p.o., b.i.d., 3 days) to BALB/c mice treated 
with 5-f luorouracil (5-FU; 60 mg/kg, s.i.d.), which induces gastrointestinal 
damage leading to a reduction of small intestine wet weight Metformin and 
valine-pyrrolidide co-administration prevented the 5-FU-induced reduction of 
wet weight of the small intestine, whereas metformin or valine-pyrrolidide 
alone had no effect. These results suggest that GLP-2 is co-secreted with 
GLP-1 flollowing biguanide stimulation, and that the combination of metformin 
with a DPPIV inhibitor might a useful oral treatment for gastrointestinal 
damage, based on GLP-2 actions. 
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DOCUMENT TYPE: Conference; Meeting Abstract 
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AB Thrombin, a trypsin-like serine protease, is centrally involved in hemostasis, 
and also promotes diverse cellular responses such as platelet aggregation, 
lymphocyte mitosis, monocyte chemotaxis, and vascular smooth muscle 
proliferation. These actions are mediated by proteolytically- activated 
thrombin receptors (protease-activated receptors: PARs). A non-peptide small 
mol. PAR-1 antagonist (ER-97719-15) was obtained from high throughput 
screening using a receptor binding assay system. Through optimization of ER- 
97719-15, we found three types of compound with moderate PAR-1 antagonistic 
activity. In particular the indolin derivative ER-121958-06 inhibited human 
PRP aggregation by thrombin at 21nM. ER-121958-06 ( 10 mg/kg p.o.) inhibited ex 
vivo aggregation induced by thrombin in the guinea pig. Furthermore ER- 
129614-06 (100 mg/kg, p.o.) prolonged the time to occlusion in the irradiated 
artery by 1.9 fold compared to control. In this PIT (photochem. -induced 
thrombosis) model, ER129614-06 selectively inhibited throrabin-induced PRP 
aggregation ex vivo. The SAR and biol. evaluation of this series of compds. 
are described. 
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Novel xanthine derivs. of formula I [Rl, R2 = H, alkyl, alkoxy, hydroxyalkyl , 
cycloalkyl, aryl, etc.; X = alkynyl, (substituted) Ph; n = 0, 1] are prepared 
which exhibit an excellent dipeptidyl peptidase IV (DPPIV) inhibition effect. 
Thus, II was prepared, and inhibited DPPIV with IC50 of 0.654 nM, and improved 

glucose tolerance in mice by 49.4%. 
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AB The title compds. I [wherein m, n, and p = independently 0-4; R1-R6 = 

independently H, OH, CN, halo, NR7R8, (un) substituted alkyl(thio), alkoxy, HO- 
alkyl(thio), HO-alkoxy, aminoalkyl (thio) , halo-alkyl (thio) , halo-alkoxy, 
alkoxyalkyl (thio) , alkoxyalkoxy , cycloalkyl (oxy) , cycloalkylalkyloxy, 
cycloalkylthio, alkenyl (oxy) , alkenylthio, alkynyl (oxy) , alkynylthio, 
aryl(oxy), arylthio, alkylaryl (oxy) , alkylarylthio, aralkyl (oxy) , or 
aralkylthio; R7 and R8 = independently H, CN, CHO, (un) substituted 

(amino) alkyl, HO-alkyl, halo-alkyl, alkoxyalkyl, cycloalkyl, alkenyl, alkynyl, 

(alkyl)aryl, aralkyl, acyl, or alkoxy-CO; Al and A2 = independently a single 
bond, 0, S, SO, S02, (un) substituted amino, or alkenylenyl ; L, M, and T = 
independently a single bond, (un) substituted alkylenyl, alkenylenyl, or 
alkynylenyl; W = C02H; X = a single bond, 0, 0S02, S03, (un) substituted 
amino (thio) carboxy, (thio) carbamato, (thio) carbamoyloxy, 

(oxy) amino (thio) carbonyl, (amino) (thio) carbamoyl, aminosulf onyi , or 
sulfonamide; Y = (un) substituted Ar(Ar); Ar = aromatic ring; ring Z = 

(un) substituted Ar] and salts, esters, and hydrates thereof are prepared as 
PPAR (peroxisome prolif erator-activated receptor) agonists for the treatment 
of hyperglycemia, hyperlipemia, and inflammatory diseases. For example, the 
acid II was prepared in a multi-step synthesis starting from 2-chloro-4- 
propoxybenzoic acid and the corresponding amine (prepn given) in DMF in the 
presence of Et3N and di-Et cyanophosphonate . II showed EC50 of 0.013, 0.038, 
and 0.005 |J,M against PPAR a, PPAR P, and PPAR y, resp. 
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SOURCE: Journal of Lipid Research (2003), 44(1), 128-135 

CODEN: JLPRAW; ISSN: 0022-2275 
PUBLISHER: Lipid Research, Inc. 

DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB We recently demonstrated that squalene synthase (SQS) inhibitors reduce plasma 
triglyceride through an LDL receptor-independent mechanism in Watanabe 
heritable hyperlipidemic rabbits. The present study deals with the mechanism 
of the inhibition of triglyceride biosynthesis by the SQS inhibitors ER-27856 
and RPR-107393 in rat primary cultured hepatocytes. Atorvastatin, an HMG-CoA 
reductase inhibitor, had no effect on triglyceride biosynthesis, but reversed 
the inhibitory effect of the SQS inhibitors. A squalene epoxidase inhibitor, 
NB-598, affected neither triglyceride biosynthesis nor its inhibition by ER- 
27856 and RPR-107393. The reduction of triglyceride biosynthesis by ER-27856 
and RPR-107393 was potentiated by mevalonolactone supplementation. Treatment 
of hepatocytes with farnesol and its derivs. reduced triglyceride 
biosynthesis. In addition, we found that ER-27856 and RPR-107393 
significantly reduced the incorporation of [1-14C] acetic acid into oleic acid, 
but not the incorporation of [1-14C] oleic acid into triglyceride. Though ER- 
27856 and RPR-107393 increased mitochondrial fatty acid |3-oxidation, the 
inhibition of p-oxidation by RS-etomoxir had little effect on their inhibition 
of triglyceride biosynthesis. These results suggest that SQS inhibitors 
reduce triglyceride biosynthesis by suppressing fatty acid biosynthesis via an 
increase in intracellular farnesol and its derivs. 
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AB In type 2 diabetic patients, the administration of glucagon-like peptide-1 

(GLP-1), known as an incretin, exerts antidiabetic effects. However, GLP-1 is 
rapidly degraded by dipeptidyl peptidase IV (DPPIV) after its release. DPPIV 
inhibition is thought to be a rational strategy to treat type 2 diabetes. In 
this study, using C57BLKS/ J-db/db (db/db) mice as a model of type 2 diabetes, 
we examined the effect of acute DPPIV inhibition on glucose tolerance at the 
early and later stages of diabetes, determining plasma active GLP-1 and 
insulin levels. In addition, we investigated changes of plasma DPPIV 
activity. Compared with normal C57BL6/J (B6) and db/+ mice, significantly 
increased plasma DPPIV activities were observed in db/db mice. Expression of 
the proglucagon gene encoding GLP-1 was significantly upregulated in the colon 
of db/db mice. The administration of valine-pyrrolidide, a DPPIV inhibitor, 
resulted in potentiated insulin secretion mediated by increased endogenous 
GLP-1 action, leading to improved glucose tolerance in db/db mice at 6 wk of 
age. However, although acute DPPIV inhibition with valine-pyrrolidide 
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resulted in higher plasma active GLP-1 and insulin levels in db/db mice at 23 
wk of age, it did not improve glucose tolerance. The function of the 
enteroinsular axis is preserved in both stage of diabetes and the DPPIV 
inhibitor potentiated it, but the progression of insulin resistance appeared 
to block the improvement of glucose tolerance through DPPIV inhibition. Our 
results suggest that DPPIV inhibition is a suitable approach for treatment of 
impaired glucose tolerance (IGT), and type 2 diabetes in the early stage. 
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AB The adenosine receptor subtype mediating glucose production by glycogenolysis 
and gluconeogenesis was studied in primary cultured rat hepatocytes. Adenosine 
and adenosine agonists caused cAMP accumulation in rat hepatocytes. The order 
of potency was 5 ' -N-ethylcarboxamidoadenosine (NECA) >R ( - ) -N6- ( 2- 
phenylisopropyl ) adenosine (RPIA) >adenosine>2- [p- 

( car boxy ethyl ) pheny 1 ethyl amino ] -5 ' -N-ethylcarboxamidoadenosine (CGS21680 ) . 
Furthermore, adenosine agonists stimulated glycogenolysis and gluconeogenesis. 
The order of potency was NECA>RPIA>CGS21680 . The rank order of potency is 
typical for adenosine A2B receptors. Glycogenolysis stimulated by NECA was 
fully inhibited by nonselective adenosine antagonists, 9-chloro-2- ( 2- 
furanyl) [1, 2, 4] triazolo [1, 5-c] quinazolin-5- amine (CGS15943). However, the 
adenosine A2A receptor-selective antagonist, 8- (3-chlorostyryl) caf f eine (CSC), 
and the adenosine Al receptor-selective antagonist, (+) - (R) - [ (E) -3- (2- 
phenylpyrazolo [1, 5- alpha]pyridin-3-yl) acryloyl] -2-piperidine ethanol (FK453), 
had a low inhibitory potency. A strong correlation was found between the 
inhibitory effect of adenosine antagonists on NECA-induced glucose production 
and that on intracellular cAMP generation in rat hepatocytes. The authors' 
results suggest that adenosine stimulates cAMP formation and regulates 
glycogenolysis and gluconeogenesis, most likely through the adenosine A2B 
receptor subtype in rat hepatocytes. 
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AB Carboxylic acid derivs. represented by general formula (I), salts or esters 
thereof, or hydrates thereof [wherein Rl = H, HO, halo, C02H, each 

(un) substituted Cl-6 alkyl, Cl-6 alkoxy, Cl-6 alkylthio, Cl-6 hydroxyalkyl, 
Cl-6 hydroxyalkoxy, Cl-6 hydroxyalkylthio, Cl-6 aminoalkyl, Cl-6 aminoalkoxy, 
Cl-6 aminoalkylthio, Cl-6 haloalkyl, Cl-6 haloalkoxy, Cl-6 haloalkylthio, C2- 
12 alkoxyalkyl, C2-12 alkoxyalkoxy, C2-12 alkoxyalkylthio, C3-7 cycloalkyl, 
C3-7 cycloalkoxy, etc.; L, M = a single bond, each (un) substituted Cl-6 
alkylene, C2-6 alkenylene, or C2-6 alkynylene; T = a single bond, each 

(un) substituted Cl-3 alkylene, C2-3 alkenylene, or C2-3 alkynylene; W = C02H; 
a solid line accompanied by a dotted line represents a single or double bond; 
X = a single bond, 0, N- (un) substituted NHCQIO, OCQINH, CQINHO, ONHCQl, Q2S02, 
S02Q2, etc., wherein [Ql = 0, S; Q2 = 0, (un) substituted NH] ; Y = 5 to 14- 
membered aromatic group or C3-7 alicyclic hydrocarbon group optionally having 
>1 heteroatoms and >1 substituents; the ring Z = 5 to 14-membered aromatic 
group optionally having 1-4 substituents and >1 heteroatoms wherein a part of 
the ring is optionally saturated] are prepared These compds. are dual agonists 
of PPAR a and y and triple agonists of PPAR a, (3(5), and y and are useful as 
ameliorants (improvers) of insulin resistance, hypolipidemics, anti- 
osteoporosis agents, antiinflammatory agents, immunomodulator s , and anticancer 
agents, and preventives and/or remedies for diabetes, diabetes complications, 
fragile X syndrome, hyperlipidemia, obesity, and digestive tract 

(gastrointestinal) diseases. The gastrointestinal diseases include (1) 
gastrointestinal inflammations such as ulcerative colitis, Crohn's disease, 
pancreatitis, and gastritis, (2) gastrointestinal proliferative diseases such 
as gastrointestinal benign tumors, gastrointestinal polyp, familial polyposis 
syndrome, colon cancer, rectal cancer, and stomach cancer, (3) 
gastrointestinal ulcers. They are also preventives and/remedies for (1) 
angina pectoris or myocardial infarction or its after effect of disease 

(sequelae), (2) senile dementia, and (3) cerebral vascular dementia based on 
improving energy metabs. Thus, 2 , 4-dichloroiodobenzene was coupled with Et 2- 
isopropoxy-3- [3- (2- propynyloxy) phenyl] propanoate in the presence of 

(Ph3P)4Pd, Cul, and Et3N in DMF at room temperature for 2 days followed by 
hydrolysis with a mixture of 5 N aqueous NaOH and MeOH and acidification with 
1 N aqueous HCl, 2-isopropoxy-3- [3- [3- ( 2 , 4-dichlorophenyl ) -2- 
propynyl] oxyphenyl] propanoic acid (II). II showed EC50 of 0.008, 1.249, and 
0.008 nM for increasing the transcription of human PPAR a, P, and y, resp., in 
yeast transfected with GAL4-PPAR LBD chimera expression vector. 
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AB Novel carboxylic acid derivs. represented by the following general formula (I) 
[wherein L, M = a single bond, each (un) substituted Cl-6 alkylene, C2-6 
alkenylene, or C2-6 alkynylene; T = a single bond, each (un) substituted Cl-3 
alkylene, C2-3 alkenylene, or C2-3 alkynylene; W = C02H; each solid line 
accompanied by a dotted line represents a single or double bond; X = a single 
bond, 0, each N- (un) substituted NHCO-O, NHC(S)-0, 0-CONH, 0-C(S)NH, CONHO, 
C(S)NHO, ONHCO, ONHC ( S ) , NHCO, NHC(S), CONH, C(S)NH, NHCONH, NHC(S)NH, NHS02, 
or S02NH, 0S02, S020, etc.; Y = 5 to 14-membered aromatic group or C3-7 
alicyclic hydrocarbon group each optionally having >1 substituents or >1 
heteroatoms; the ring Z or U = 5 to 14-membered aromatic group optionally 
having 1-4 substituents or >1 heteroatoms wherein a part of the ring is 
optionally saturated] , salts or esters thereof, or hydrates thereof are 
prepared These compds . are dual agonists of PPAR a and y or triple agonists of 
PPAR a, P(5), and y and useful as insulin resistance ameliorants, preventives 
and/or remedies for diabetes, fragile X syndrome, diabetes complications, 
hyperlipidemia, obesity, digestive tract diseases, and cancer. The digestive 
tract (gastrointestinal) diseases include (1) gastrointestinal inflammations 
such as ulcerative colitis, Crohn's disease, pancreatitis, and gastritis, (2) 
gastrointestinal proliferative diseases such as gastrointestinal benign tumor, 
polyp, hereditary polyposis, colon cancer, rectal cancer, and stomach cancer, 
and (3) gastrointestinal ulcer. They are also preventives and/or remedies for 
angina pectoris and myocardial infarction and sequelae thereof, senile 
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dementia, and cerebral vascular dementia based on the improvement effects o 
energy metabolism These compds . are also useful as hypolipidemics, anti- 
osteoporosis agents, antiinflammatory agents, and immunomodulators . For 
example, 3- [4-methoxy-3- [ [ [ [4-methyl-2- ( 4-chlorophenyl ) -1, 3-thiazol-5- 
yl] carbonyl] amino] methyl] phenyl] benzoic acid (II) showed EC50 of <0.0001, 
0.176, and 0.711 for the transcription activity of human PPAR in host CV-1 
cells transfected with GAL4-PPAR LBD chimera expression vector. 
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Title compds. [I; Rl = (substituted) alkyl, cycloalkyl, heteroaryl, aryl, 
heterocyclyl , polycycloalkyl ; W = bond, alkylene, etc.; n = 0-2; XI, X2 = N- 
CH; Z = amino, pyrrolidinyl , thiazolidinyl ] , were prepared Thus, 3-(4- 
toluenesulf onyl ) -lH-1 , 2 , 4-triazole (preparation given) was stirred with 
dimethylcarbamoyl chloride and K2C03 were stirred 70 min. in DMF to give 3- 
toluenesulfonyl) -1-dimethylcarbamoyl-lH-l, 2, 4-triazole. I inhibited DPPIV 
with IC50 = 0.000347-5.53 fxM. 
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AB The title compds . I [ring C is a benzene ring, a pyridine ring, or the like; 
Rl is optionally substituted Cl-6 alkyl or the like; R201 is hydrogen, 
halogeno, acyl, or the like; R6 is hydrogen, Cl-6 alkyl, Cl-6 

alkyloxycarbonyl, or the like; Yl is a single bond, CH2, or the like; Y2 is a 
single bond, CO, or the like; and Ar is hydrogen, Ph (generic structure given) 
(further details on said Ph are given)] are prepared 2- [ 3- ( 4-Aminobenzyl ) -2- 
imino-2, 3-dihydrobenzimidazol-l-yl] -1- (3, 5-di-tert- butyl-4- 

hydroxyphenyl ) ethanone dihydrochloride in vitro showed IC50 of 1.3 \M against 
thrombin-induced platelet aggregation. 
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AB The 2-iminoimidazole derivs, represented by the formula (I) or salts thereof 
[wherein Rl, R2, R3 = H, cyano, halo, each (un) substituted Cl-6 alkyl, 
alkylidene, C2-6 alkenyl, C2-6 alkynyl, acyl, C02H, C0NH2, Cl-6 
alkoxycarbonyl , Cl-6 alkylaminocarbonyl, HO, Cl-6 alkoxy, etc.; or Rl and R2 
are linked together to form a 5-membered ring; R6 = H, Cl-6 alkyl, acyl, 
C0NH2, HO, Cl-6 alkoxy, Cl-6 alkyloxycarbonyloxy, C3-8 cycloalkyl, optionally 
acyloxy-substituted Cl-6 alkyloxycarbonyl, etc.; Yl = a single bond, (CH2)m 
(wherein m = an integer of 1-3), each (un) substituted CH, CH2, NH, CONH, or 
S02NH, etc.; Y2 = a single bond, 0, (CH2)m (m = same as above), CO, SO, S02, 
each (un) substituted CH, CH2, or C(:NOH); Ar = H, (un) substituted Ph or a 5- 
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to 14-membered aromatic heterocyclyl] are prepared These compds . are 
antagonists of thrombin receptors, in particular thrombin PARI receptor, 
platelet aggregation inhibitors, or proliferation inhibitors of smooth muscle 
cell, endothelial cell, fibroblast, kidney cell, osteosarcoma cell, muscle 
cell, cancer cell and/or glial cell. They are remedies and/or preventives of 
thrombosis, vascular restenosis, deep venous thrombosis, lung embolism, 
cerebral infarction, heart disease, disseminated intravascular coagulation 
syndrome, hypertension, inflammation, rheumatism, asthma, glomerulonephritis, 
osteoporosis, neuropathy and/or malignant tumor. Thus, a solution of 305 mg 
1- (3-ethylpentyl) -lH-2-imidazoleamine and 660 mg 2-bromo-l- [3 , 5-di (tert- 
butyl) -4-hydroxyphenyl] -1-ethanone in 20 mL ethanol was heated at 60° for 3 h 
to give 700 mg 1- [3, 5-di (tert-butyl) -4-hydroxyphenyl] -2- [3- (3-ethylpentyl) -2- 
imino-2, 3-dihydroimidazol-l-yl] ethanone hydrobromide (II). II showed IC50 of 
0.074 (iM for inhibiting the [3H] Ala- ( 4-f luoro) Phe-Arg- (cyclohexyl ) Ala- 
(homo) Arg-NH2 binding on human platelet membrane in a thrombin receptor 
binding assay, that of 0.54 (xM for inhibiting the thrombin-induced human 
platelet aggregation, and that of 0.3 jaM for inhibiting the proliferation of 
rat aortic smooth muscle cell. 
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AB 2-Iminopyrrolidine derivs. including 2, 3-dihydro-lH-isoindole and 6,7-dihydro- 
5H-pyrrolo [3, 4-b] pyridine represented by the general formula (I) or salts 
thereof [wherein B = (un) substituted aromatic hydrocarbon or aromatic 
heterocyclic ring optionally containing 1 or 2 N atom(s) ; RlOl, R102, R103 = 
H, cyano, halo, each (un) substituted Cl-6 alkyl, C2-8 alkenyl, C2-8 alkynyl, 
acyl, C02H, C0NH2, Cl-6 alkoxycarbonyl, Cl-6 alkylaminocarbonyl , HO, Cl-6 
alkoxy, C3-8 cycloalkyloxy , NH2, Cl-6 alkylamino, C3-8 cycloalkylamino, 
acylamino, ureido, sulf onylamino, sulfonyl, S02NH2, or C3-8 cycloalkyl, etc. ; 
Yl = a single bond, (CH2)m, each (un) substituted CH, CH2, NH, CONH, or S02NH, 
CH2C0, SO, S02, CO (wherein m = an integer of 1-3); Y2 = a single bond, 0, N, 
(CH2)m, each (un) substituted CH, CH2, or C(:NOH), CO, SO, S02; Ar = H, 
(un) substituted Ph] are prepared These compds . are thrombin receptor 
antagonists, in particular thrombin PARI receptor antagonists and are useful 
as blood platelet aggregation inhibitors and proliferation inhibitors of 
smooth muscle cell, endothelial cell, fibroblast, kidney cell, osteosarcoma 
cell, muscle cell, cancer cell, and/or glial cell and for the treatment and/or 
prevention of thrombosis, vascular restenosis, deep vein thrombosis, lung 
embolism, cerebral infarction, heart disease, disseminated intravascular 
coagulation syndrome, hypertension, inflammation, rheumatism, asthma, 
glomerulonephritis, osteoporosis, nerve disease, and/or malignant tumor. Thus, 
[6- [ (1-imino-l, 3-dihydroisoindol-2-yl ) acetyl] -2, 3- dihydrobenz [1,4] oxazin-4- 
yl] acetonitrile derivative (II) in vitro showed IC50 of 0.017 for 
inhibiting the binding of [3H] Ala- ( 4-f luoro) Phe-Arg- (cyclohexyl) Ala-homoArg- 
Tyr-NH2 to thrombin receptor of human blood platelet, that of 0.29 (XM for 
inhibiting the human blood platelet aggregation induced by thrombin, and that 
of 0 . 0061 |J,M for inhibiting the proliferation of rat smooth cell. 
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AB Cyclic amidine derivs. such as 2-iminopyrrolidine 

andhexahydrocyclopenta [c] pyrrole derivs. represented by the formula (I) or 
salts thereof [wherein R1-R5, R7 = H, cyano, halo, Cl-6 alkyl, alkylidene, C2- 
6 alkenyl, C2-6 alkynyl, acyl, C02H, C0NH2, Cl-6 alkoxycarbonyl, Cl-6 

alkylaminocarbonyl, HO, Cl-6 alkoxy, C3-8 cycloalkoxy, NH2, Cl-6 alkylamino, 
C3-8 cycloalkylamino, acylamino, sulf onylamino, sulfonyl, sulfamoyl, C3-8 
cycloalkyl, 5 to 1 4-membered aromatic or nonarom. heterocyclyl , C6-14 aromatic 
cyclic hydrocarbyl ; m = 0 , 1 ; or R2 and R4 are linked to each other to form a 5 
or 6-membered ring containing 1-5 atoms selected from C, N, and 0; or R4 and 
R5 together form a single bond; R6 = H, Cl-6 alkyl, acyl, C0NH2, HO, Cl-6 
alkoxy, Cl-6 alkoxycarbonyloxy , C3-8 cycloalkyl, optionally acyloxy- 
substituted Cl-6 alkoxycarbonyl, (un) substituted C6-14 aromatic cyclic 
hydrocarbyl or 5 to 14-membered aromatic heterocyclyl; n = 1,2; Yl = (CH2)z 

(wherein z = an integer of 1-3), CH2C0, SO, S02, CO, each (un) substituted CH, 
CH2, NH, CONH, or S02NH; Y2 = a single bond, 0, N, (CH2)z, SO, SO, S02, each 

(un) substituted CH, CH2, or C(:N0H); Ar = H, (un) substituted Ph or 5 to 14- 
membered aromatic heterocyclyl] are prepared These compds. are antagonists of 
thrombin receptor, in particular thrombin PARI receptor and are useful as 
platelet aggregation inhibitors and proliferation inhibitors of smooth muscle 
cell, endothelial cell, fibroblast, kidney cell, osteosarcoma cell, muscle 
cell, cancer cell and/or glial cell and for the treatment and/or prevention of 
thrombosis, vascular restenosis, deep venous thrombosis, lung embolism, 
cerebral infarction, heart disease, disseminated intravascular blood 
coagulation syndrome, hypertension, inflammation, rheumatism, asthma, 
glomerulonephritis, osteoporosis, nerve disease and/or malignant tumor. Thus, 
to a solution of 800 mg ( 38* , 4R* ) -2-imino-3-phenyl-4-propylpyrrolidine 
hydrochloride (preparation given) and 0.52 mL 1 , 8-diazabicyclo [ 5 . 4 . 0 ] undec-7- 
ene in 10 mL MeCN was added 1.32 g 3-tert-butyl-4-hydroxy-5- 

methanesulf onylaminophenacyl bromide and heated at 60° with stirring for 9 h 
to give the 2-imino-4-propylpyrrolidine derivative (II). II in vitro showed 
IC50 of 0.66 |iM for inhibiting the [3H]Ala-(4- f luoro) Phe-Arg- (cyclohexyl) Ala- 
(homo) Arg-Tyr-NH2 binding on human platelet membrane, that of 2.3 ).iM for 
inhibiting the thrombin-induced aggregation of human blood platelet, and that 
of 2.5 (XM for inhibiting the proliferation of rat aortic smooth muscle cell. 
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metformin inhibits dipeptidyl peptidase IV (DPPIV) , an enzyme degrading GLP-1, 
and (2) metformin enhances GLP-1 secretion. To elucidate the mechanism (s) , 
the authors examined (1) IC50 of metformin for DPPIV inhibition, (2) plasma 
active GLP-1 changes after oral biguanide (metformin, phenformin, and 
buformin) treatment in fasting DPPIV-def icient F344/DuCrj rats, and (3) plasma 
intact GLP-1 excursions after oral administration of metformin and/or Val- 
pyrrolidide, a DPPIV inhibitor, in fasting DPPIV-pos. F344/Jcl rats. The 
authors' in vitro assay showed that metformin at < 30 mM has no inhibitory 
activity towards porcine or rat DPPIV. Metformin treatment (30, 100, and 300 
mg/kg) increased plasma active GLP-1 levels dose-dependently in DPPIV- 
def icient F344/DuCrj rats (. apprx . 1 . 6-fold at 3 and 5 h after administration 
of 300 mg/kg). This treatment had no effect on blood glucose levels. 
Similarly, phenformin and buformin (30 and 100 mg/kg) elevated plasma intact 
GLP-1 levels in F344/DuCrj rats. In DPPIV-pos. F344/Jcl rats, 
coadministration of metformin (300 mg/kg) and Val-pyrrolidide (30 mg/kg) 
resulted in elevation of plasma active GLP-1, but neither metformin nor Val- 
pyrrolidide treatment alone had any effect. These findings suggest that 
metformin has no direct inhibitory effect on DPPIV activity and that metformin 
and the other biguanides enhance GLP-1 secretion, without altering glucose 
metabolism Combination therapy with metformin and a DPPIV inhibitor should be 
useful for the treatment of diabetes. 
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AB The title compds . I [X represents optionally substituted aryl or heteroaryl; Y 
represents a group represented by the general formula CONR11CR22R33 (wherein 
Rll, R22, and R33 each represents hydrogen, etc.), etc.; Z represents a group 
represented by the general formula CR111R222 (CR333R444 ) m (wherein m is 0 to 2 
and Rill, R222, R333, and R444 each represents hydrogen, etc.); and Rl, R2, 
R3, and R4 each represents hydrogen, etc.] are prepared The in vitro 
bioactivity of compds. of this invention vs. PPAR a, PPAR P, and PPAR y was 
demonstrated. 
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Disclosed is a preventive/remedy for digestive tract or inflammatory diseases, 
which contains as the active ingredient a novel carboxylic acid derivative 
represented by the following formula [I; Rl = H, OH, each (un) substituted Cl-6 
alkyl, Cl-6 alkoxy, Cl-6 alkylthio, Cl-6 hydroxyalkyl , Cl-6 hydroxyalkoxy , Cl- 
6 hydroxyalkylthio, Cl-6 aminoalkyl, Cl-6 aminoalkoxy, Cl-6 aminoalkylthio, 
C2-12 alkoxyalkyl, C3-7 cycloalkyl, C3-7 cycloalkyloxy , C3-7 cycloalkylthio, 
C2-6 alkenyl, C2-6 alkenyloxy, or C2-6 alkenylthio, etc.; L = a single or 
double bond, each (un) substituted Cl-6 alkylene, C2-6 alkenylene, or C2-6 
alkynylene; M = a single bond, each (un) substituted Cl-6 alkylene, C2-6 
alkenylene, or C2-6 alkynylene; T = a single bond, each (un) substituted Cl-3 
alkylene, C2-3 alkenylene, or C2-3 alkynylene; W = 2, 4-dioxothiazolidin-5-yl, 
2, 4-dioxothiazolidin-5- ylidene, carboxy, (un) substituted C0NH2; X = 0, 
(un) substituted C2-6 alkenylene, hydroxymethylene, CO, CS, N- (un) substituted 
CQNH, NHCQ, S02NH, NHS02, or NHCQNH (Q =0, S); Y = (un) substituted C5-12 
aromatic hydrocarbyl or C3-7 aliphatic hydrocarbyl optionally containing >1 
heteroatoms; ring Z = C5-6 aromatic hydrocarbyl; Y = (un) substituted aromatic 
hydrocarbon group optionally containing >1 heteroatoms; some provisos given], 
a salt of the derivative, or a hydrate of either. The above digestive tract 
diseases include (1) inflammatory digestive tract diseases such as ulcerous 
colitis, Crohn's disease, pancreatitis, and gastritis, (2) digestive tract 
proliferative diseases such as digestive tract benign rumors, digestive tract 
polyp, hereditary (genetic) polyposis syndromes, colon cancer, rectum cancer, 
and stomach cancer, and (3) digestive tract ulcerous diseases such as duodenal 
ulcer, stomach ulcer, esophagus ulcer, regurgitant esophagitis, stress ulcer 
or erosion, erosion caused by drugs, and Zollinger-Ellison syndromes. The 
above inflammatory diseases include arthritic rheumatism, multiple sclerosis, 
immunodeficiency, cachexia, osteoarthritis, osteoporosis, asthma, and allergy. 
The compds . I are triple agonists for PPAR (peroxisome prolif erator-activated 
receptor) a, (3, and y subtype. Thus, 2-isopropoxy-3- [ 4-methoxy-3- [[[4- 
(trifluoromethyl ) benzyl ] amino] carbonyl] phenyl] propanoic acid in vitro showed 
the transcription activity for PPARa, |3, and y with EC50 of 0.08, 2.513, and 
0.382 )iM, resp., in CV-1 cell. ( 2S ) -3- [ 3- [ [ ( 2 , 4-dichlorobenzoyl) amino] methyl ] - 
4-methoxyphenyl] -2- isopropoxypropanoic acid at 1 mg/kg/day p.o. for 3 days 
showed a disease activity index based on diarrhea, bloody excrement, and 
weight loss (DAI) of 2.0±0.3 in mice suffering from colitis induced by dextran 
sulfate sodium salt vs. 2.8±0.2 for the control group and 2.1±0.3 for the mice 
treated with rosiglitazone at 30 mg/kg/day. Many compds. prepared do not 
possess the thiazolidine skeleton and thereby may completely avoid toxicity 
such as liver disorder which was noted in the past as a problem for compds. 
having PPARy agonist activity. 
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The title compds . Ar (CR1R2 ) mXCR3R4CR5R6 (CR7C8 ) nY (I) [Ar is a group derived 
from a 6- to 14-membered aromatic ring which may have one or more 
substituents; Rl, R2, R3 , R4, R5, R6, R7, and R8 are each independently 
hydrogen, halogeno, hydroxyl, alkyl, or alkoxy; X is oxygen or methylene; Y is 
Ql, etc.; Z is a group represented by CR9R10CR11R12CO2H; R9, RIO, Rll, and R12 
are each independently hydrogen, halogeno, hydroxyl, alkyl, or alkoxy; m is 0 
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or 1; and n is 0 or 1] are prepared The PPAR agonist activity of compds . 
this invention was demonstrated. 
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(CH2)nRl 



W— A 
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Q= 
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q3 = 




AB The title compds. [I; Rl = (un) substituted vinyl or aromatic ring ; n = an 
integer of 0-2; X, Y, Z = (un) substituted CH or NH, S, 0; or Y = a single 
bond; when Y is a single bond, the ring to which X, Y, and Z belong becomes a 
5-membered ring; CyA = (un) substituted 5- to 14-membered nonarom. cyclic amino 
or amido each optionally containing 0 or S; W = (un) substituted CH2CH2, CH:CH, 
C.tplbond.C, or phenylene, a single bond, NHCO, CONH, NHCH2, CH2NH, CH2C0, 
C0CH2, 0(CH2)m, (CH2)mO (m = an integer of 0-5), OCH2C(R2):, OCH2CHR2 (R2 = H, 
Cl-6 alkyl, halo), NHS (0)1, S(0)1NH, CH2S(0)1, S(0)1CH2 (1 =0, 1,2); A = - 
C(NR3R4)R5R6, Q-Q5; R3-R6 = H, (un) substituted Cl-6 alkyl, or R3 and R4 or R5 
and R6 are bonded to each other through a carbon chain optionally containing a 
hetero atom to form a ring; R7 = H, (un) substituted Cl-5 alkyl, HO, alkoxy, 
halo, (un) substituted NH2; R8 = H, HO, alkoxy, halo, (un) substituted NH2; Bl = 
(un) substituted CH or NH, 0, S; B2 = (un) substituted CH or NH; p, q = an 
integer of 0-4 and p+q = an integer of 0-4; m = 0,1; a proviso is given], 
salts thereof, or hydrates of both are prepared These compds. have excellent 
inhibitory activity against squalene synthetase and inhibit the biosynthesis 
of cholesterol or triglyceride. They are useful for the prevention and/or 
treatment of hyperlipidemia, arteriosclerosis, ischemic heart diseases, 
hypertension, coronary artery disease, cerebral vascular diseases, aortic 
disease, peripheral vascular diseases, angina pectoris, acute coronary 
syndrome, or myocardial infarction. Thus, 2-benzyl-3-iodo-6- [ (3R, 4R) -3- 
hydroxy-4-methoxypyrrolidin-l-yl] pyridine was coupled with 1-tert- 
butoxycarbonyl-3-ethynyl-3-piperidinol in the presence of (Ph3P)4Pd, Cul, and 
Et3N in MeOH/DMF under reflux for 3 h to give 3- [2-benzyl-6- [ (3R, 4R) -3- 
hydroxy-4-methoxypyrrolidin-l-yl ] -3- pyridyl] ethynyl-3-piperidinol (II). II 
and 1- [2-benzyl-6- [ (3R, 4R) -3- hydroxy-4-methoxypyrrolidin-l-yl ] -3- 
pyridyl] ethynylcyclohexylamine showed IC50 of 1.4 and 0.53 )iM, reap., against 
squalene synthetase of rat liver microsome. 
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AB F344/DuCrj rats are genetically deficient in dipeptidyl peptidase IV (DPPIV) . 
This enzyme degrades glucagon-like peptide-1 (GLP-1), which induces glucose- 
dependent insulin secretion. Glucose tolerance of F344/DuCrj rats is improved 
as a result of enhanced insulin release induced by high levels of plasma GLP- 
1. In this study, we fed F344/DuCrj rats and DPPIV-pos. F344/Jcl rats, aged 
five weeks, on a high-fat (HF) diet to examine the effect of DPPIV deficiency 
on food intake and insulin resistance. F344/Jcl rats gained significantly 
more body weight and consumed significantly more food than F344/DuCrj rats 
from Week 4 on either control or HF diet. Glucose excursion in the oral 
glucose tolerance test (OGTT) was improved in F344/DuCrj rats fed on the 
control or HF diet at all times examined, compared with F344/Jcl rats. 
Homeostasis model assessment (HOMA) insulin resistance values of F344/DuCrj 
and F344/Jcl rats fed on HF diet were higher than those of animals fed on 
control diet up to Week 6. However, HOMA insulin resistance values of 
F344/DuCrj rats fed on HF diet became significantly lower than those of 
F344/Jcl rats on HF diet during Weeks 8-10. The area under the insulin curve 
in the OGTT at Week 10 showed that the insulin resistance of HF-diet-fed 
F344/DuCrj rats was greatly ameliorated. Plasma active GLP-1 concns . of 
F344/DuCrj rats in the fed state were significantly higher than those of 
F344/Jcl rats. These observations suggest that DPPIV deficiency results in 
improved glucose tolerance and ameliorated insulin resistance owing to 
enhanced insulin release and inhibition of food intake as a result of high 
active GLP-1 levels. 
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AB Glucagon-like peptide-1 (GLP-1) is an incretin, which induces glucose- 
dependent insulin secretion. GLP-1 is rapidly degraded by dipeptidyl 
peptidase IV (DPPIV) after its release. The authors investigated whether 
DPPIV-def icient F344/DuCrj rats show improved glucose tolerance when compared 
with DPPIV-pos. F344/Jcl rats. Oral glucose tolerance test indicated improved 
glucose tolerance in F344/DuCrj rats, but blood glucose levels of the two 
strains were almost the same 120 min after the glucose bolus. Valine- 
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pyrrolidide, a DPPIV inhibitor, had no effect on the glucose tolerance of 
F344/DuCrj rats, but improved that of F344/Jcl rats. Enhanced insulin 
secretion and high plasma active GLP-1 levels were detected in an 
intraduodenal glucose tolerance test. Glucose tolerance is improved in DPPIV- 
deficient F344/DuCrj rats via enhanced insulin release mediated by high active 
GLP-1 levels. The authors' results suggest that DPPIV inhibition is a 
rational strategy to treat diabetic patients by improving glucose tolerance 
with low risk of hypoglycemia. (c) 2001 Academic Press. 
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AB Title compds. [Y:L:X:TZM:CWR1; Rl is hydrogen, hydroxyl, alkyl; L is singl 
bond, double bond, alkylene; M is single bond, alkylene; T is single bond, 
alkylene; W is carboxyl, amide; X is oxygen, alkenylene; Y is aromatic 
hydrocarbon; Z is aromatic hydrocarbon; colon represents single, or double 
bond], salts, esters, and hydrates are prepared and are useful in prevent! 
or treatment of diabetes and X-syndrome. Thus, the title compound I was 
prepared and bid. tested. 
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AB Novel fused imidazole compds . such as purine derivs. of general formula (I), 
Pharmacol, acceptable salts thereof, or hydrates of both [wherein Rl = H, OH, 
halo, (un) substituted Cl-8 alkyl, ( un ) substituted NH2; R2 = H, halo, 
(un) substituted NH2, (un) substituted C2-8 alkenyl, (un) substituted C3-8 
alkynyl, (un) substituted Cl-8 alkyl; R3 = (un) substituted C3-8 alkynyl, C3-8 
alkenyl, (un) substituted Cl-8 alkyl, (un) substituted aryl, (un) substituted 
heteroaryl, etc.; Ar = (un) substituted aryl, (un) substituted heteroaryl, 
optionally halo- or Cl-6 alkyl-substituted N-Cl-6 alkyl- or N-C3-6 cycloalkyl- 
oxopyridyl or -oxopyrimidyl ; Q, W = N, CH; some proviso are given] are 
prepared These compds. exhibit adenosine A2 receptor antagonism and are 
effective in the prevention and treatment of diabetes mellitus and 
complications of diabetes. Thus, 5- [6-amino-8- (3-f luorophenyl) -9H-purin-9- 
yl] -1, 2-dihydro-2-pyridinone was condensed with N, N-dimethylf ormamide di-Me 
acetal in DMF at room temperature for 1 h, ice-cooled, treated with NaH at 0- 
6° for 30 min, and methylated by Me iodide at room temperature for 16 h to 
give 5- [6-amino-8- (3-f luorophenyl) -9H-purin-9-yl] -1-methyl-l, 2-dihydro-2- 
pyridinone (II). II.HCl at 10 mg/kg p.o. in spontaneously diabetic mice 
lowered the blood sugar level to 47.3±7.2% of the control animal. 
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AB Novel adenosine antagonists, 2-alkynyl-8-aryl-9-methyladenine derivs., were 
synthesized as candidate hypoglycemic agents. These analogs were evaluated 
for inhibitory activity on N-ethylcarboxamidoadenosine (NECA) -induced glucose 
production in primary cultured rat hepatocytes. In general, aromatic moieties 
at the 8-position and alkynyl groups at the 2-position had significantly 
increased activity compared to unsubstituted compds . The preferred 
substituents at the 8-position of adenine were the 2-furyl and 3-f luorophenyl 
groups. In modifying the alkynyl side chain, change of the ring size, 
cleavage of the ring, and removal of the hydroxyl group were well tolerated. 
The order of the stimulatory effects of adenosine agonists on rat hepatocytes 
was NECA > CPA > CGS21680, which is consistent with involvement of the A2B 
receptor. In Chinese hamster ovary cells stably transfected with human A2B 
receptor cDNA, one of the compds. potent in hepatocytes, I (IC50 =0.42 pM.) , 
antagonized NECA-induced stimulation of cAMP production (IC50 = 0.063 (iM) . 
This inhibitory effect was much more potent than those of FK453, KF17837, and 
L249313 which have been reported to be resp. Al, A2A, and A3 selective 
antagonists. These findings agree very well with the result that, compared to 
I, these selective antagonists for each receptor subtype showed only marginal 
effects in rat hepatocytes. These results suggest that adenosine agonist- 
induced glucose production in rat hepatocytes is mediated through the A2B 
receptor. Furthermore, I showed hypoglycemic activity in an animal model of 
noninsulin-dependent diabetes mellitus, the KK-Ay mice. It is possible that 
inhibition of hepatic glucose production via the A2B receptor could be at 
least one of the mechanisms by which I exerts its in vivo effects. Further 
elaboration of this group of compds. may afford novel antidiabetic agents. 
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AB The title compds . I [Rl = (un ) substituted aromatic ring (which may contain 

heteroatom) , etc.; W = CH2CH2, etc.; R2 = H, (un) substituted alkyl, etc.; R3 = 
H, (un) substituted cycloalkyl, etc.; R4 = H, (un) substituted alkyl, 
heteroaryl, etc.; a proviso is given] are prepared In an in vitro test for 
A2a receptor antagonism, the title compound II showed the Ki value of 0.002 
HM. 
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Recent Japanese BWRs have important features concerning radiation control 
measures. Design bases improvements were made on reducing crud input and Co 
minimization. Effectiveness of these measures were qualified from operating 
water chemical data. Replacement of in-core materials is the most cost- 
effective method for Co reduction, and control of crud input from feedwater i; 
effective for reduction of insol. 60Cu, although there is an optimum Fe 
concentration to maintain a low soluble Co concentration 
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=> d his ful 

FILE 'REGISTRY' ENTERED AT 11:30:15 ON 18 JUN 2008 
LI STR 
L3 411 SEA SSS FUL LI 

L4 STR LI 

L5 344 SEA SUB=L3 SSS FUL L4 

FILE 'HCAPLUS' ENTERED AT 11:37:16 ON 18 JUN 2008 

L6 15 SEA ABB=ON PLU=ON L5 

D STAT QUE L6 
D IBIB ABS HITSTR L6 1-15 
SELECT HIT RN L6 1-15 
El THROUGH E255 ASSIGNED 

FILE 'REGISTRY' ENTERED AT 11:39:47 ON 18 JUN 2008 
L7 255 SEA ABB=ON PLU=ON (635722-43-9/BI OR 635717-65-6/BI OR 

635723-01-2/BI OR 635717-66-7/BI OR 635720-65-9/BI OR 635722-47 
-3/BI OR 635722-78-0/BI OR 635723-02-3/BI OR 635723-03-4/BI OR 
635723-14-7/BI OR 855789-80-9/BI OR 855789-81-0/BI OR 635717-68 
-9/BI OR 635717-70-3/BI OR 635717-75-8/BI OR 635717-76-9/BI OR 
635720-48-8/BI OR 635720-64-8/BI OR 635720-66-0/BI OR 635721-30 
-1/BI OR 635721-54-9/BI OR 635721-56-1/BI OR 635721-60-7/BI OR 
635722-02-0/BI OR 705279-88-5/BI OR 705279-97-6/BI OR 705279-98 
-7/BI OR 705279-99-8/BI OR 705280-19-9/BI OR 705280-67-7/BI OR 
813462-55-4/BI OR 813462-67-8/BI OR 813462-72-5/BI OR 813462-73 
-6/BI OR 813462-78-1/BI OR 855789-82-1/BI OR 1018950-86-1/BI 
OR 1018950-93-0/BI OR 1018951-03-5/BI OR 1018951-09-1/BI OR 
1018951-21-7/BI OR 1018951-23-9/BI OR 535717-79-2/BI OR 
635720-50-2/BI OR 635720-52-4/BI OR 535720-54-5/BI OR 635720-56 
-8/BI OR 635720-58-0/BI OR 635720-60-4/BI OR 63bV20-62-6/BI OR 
635720-68-2/BI OR 635720-70-6/BI OR 635720-72-8/BI OR 635720-74 
-0/BI OR 635720-76-2/BI OR 635720-78-4/BI OR 635720-80-8/BI OR 
635720-82-0/BI OR 635720-84-2/BI OR 635720-86-4/BI OR 635720-88 
-6/BI OR 635720-90-0/BI OR 635720-92-2/BI OR 635720-94-4/BI OR 

635720- 96-6/BI OR 635720-98-8/BI OR 635721-00-5/BI OR 635721-02 
-7/BI OR 635721-04-9/BI OR 635721-06-1/BI OR 635721-08-3/BI OR 

635721- 10-7/BI OR 635721-12-9/BI OR 635721-14-1/BI OR 635721-16 
-3/BI OR 635721-18-5/BI OR 635721-21-0/BI OR 635721-24-3/BI OR 
635721-27-6/BI OR 635721-32-3/BI OR 635721-34-5/BI OR 635721-36 
-7/BI OR 635721-38-9/BI OR 635721-41-4/BI OR 635721-44-7/BI OR 
635721-46-9/BI OR 635721-48-1/BI OR 635721-50-5/BI OR 635721-52 
-7/BI OR 635721-58-3/BI OR 635721-62-9/BI OR 635721-64-1/BI OR 
635721-66-3/BI OR 635721-68-5/BI OR 635721-70-9/BI OR 635721-72 
-1/BI OR 635721-74-3/BI OR 635721-76-5/BI OR 635721-78-7/BI 

L8 89 SEA ABB=ON PLU=ON L5 NOT L7 

D STAT QUE L8 
D REG L8 1-89 

D IDE CAN L8 1 2 3 4 5 6 7 10 11 14 20 25 30 35 40 45 50 55 61 
L9 6 7 SEA ABB=ON PLU=ON L3 NOT L5 

FILE 'HCAPLUS' ENTERED AT 11:42:30 ON 18 JUN 2008 
LIO 2 SEA ABB=ON PLU=ON L9 

Lll 2 SEA ABB=ON PLU=ON LIO NOT L6 

D STAT QUE Lll 

D IBIB ABS HITSTR Lll 1-2 
L12 246 SEA ABB=ON PLU=ON YOSHIKAWA S/AU OR YOSHIKAWA S ?/AU OR 

YOSHIKAWA SEIJI/AU 
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L13 16 SEA ABB=ON PLU=ON ("EMORI E"/AU OR "EMORI EITA"/AU) 

L14 48 SEA ABB=ON PLU=ON "MATSUURA F"/AU OR MATSUURA F ?/AU OR 

"MATSUURA FUMIYOSHI'VAU 
L15 2821 SEA ABB=ON PLU=ON "CLARK RICHARD"/AU OR CLARK RICHARD ?/AU 

OR CLARK R/AU OR CLARK R ?/AU 
L16 192 SEA ABB=ON PLU=ON IKUTA H/AU OR IKUTA HIRONORI/AU 

LI 7 28 SEA ABB=ON PLU=ON KIRA K/AU OR "KIRA KAZUNOBU"/AU 

L18 297 SEA ABB=ON PLU=ON "YASUDA NOBUYUKI"/AU OR YASUDA N/AU 

L19 51 SEA ABB=ON PLU=ON ( "NAGAKURA T"/AU OR "NAGAKURA TADASHI"/AU) 

L20 631 SEA ABB=ON PLU=ON "YAMAZAKI KAZUTO"/AU OR YAMAZAKI K/AU OR 

YAMAZAKI K ?/AU 

L21 14 SEA ABB=ON PLU=ON L12 AND (L13 OR L14 OR L15 OR L16 OR L17 

OR L18 OR L19 OR L20) 
L22 10 SEA ABB=ON PLU=ON L13 AND (L14 OR L15 OR L16 OR L17 OR L18 

OR L19 OR L20) 

L23 17 SEA ABB=ON PLU=ON L14 AND (L15 OR L16 OR L17 OR L18 OR L19 

OR L20) 

L24 16 SEA ABB=ON PLU=ON L15 AND (L16 OR L17 OR L18 OR L19 OR L20) 

L25 9 SEA ABB=ON PLU=ON L16 AND (L17 OR L18 OR L19 OR L20) 

L26 10 SEA ABB=ON PLU=ON L17 AND (L18 OR L19 OR L20) 

L27 18 SEA ABB=ON PLU=ON L18 AND (L19 OR L20) 

L28 16 SEA ABB=ON PLU=ON L19 AND L20 

L29 35 SEA ABB=ON PLU=ON (L21 OR L22 OR L23 OR L24 OR L25 OR L26 OR 

L27 OR L28) NOT (L6 OR Lll) 
D STAT QUE L29 
D IBIB ABS HITSTR L29 1-35 



FILE HOME 

FILE REGISTRY 

Property values tagged with IC are from the ZIC/VINITI data file 
provided by InfoChem. 

STRUCTURE FILE UPDATES: 17 JUN 2008 HIGHEST RN 1028750-52-8 
DICTIONARY FILE UPDATES: 17 JUN 2008 HIGHEST RN 1028750-52-8 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 

TSCA INFORMATION NOW CURRENT THROUGH January 9, 2008. 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

REGISTRY includes numerically searchable data for experimental and 
predicted properties as well as tags indicating availability of 
experimental property data in the original document. For information 
on property searching in REGISTRY, refer to: 

http; //vfwvj. cas . org/ support /stngen/stndoc /properties .html 

FILE HCAPLUS 

Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
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the American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 18 Jun 2008 VOL 148 ISS 25 
FILE LAST UPDATED: 17 Jun 2008 (20080617/ED) 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 
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